
PCX 



g ^ ^ 




(51) SBK4*8^5>SI6 



cvrc IS/14, tsnt, 43001, isoi, svTM, S9tm. xosot, siinn uaAfl^ 

USM. 1SI04, }7Sa*. Wm, UllOf. IIUU. 3IT/I«» S23nOC GOTD IISOO^ 
lU/14, 133m. IStm, IMOZ. 303aS. I0W2X. 31T/S4, JlsnOk 4A3nft. m/i«, 
was. ACtK JUI9.3l/t4 31/1 1.31/13S, 31/lS, 31/155, 3tft65, 31^7, 31/ia, 
31/19. 3in*S» Jims, 3103% 31/24. 31/255, 31/17. 31/2TS, 31/335. 3t/34. 31/35, 
31/3«.31/3t, 31M1, 31/415,31/44, 3IMT. 31/S3S, 31/M 



Al 



(11) 

(43) SS^^ffi^ 



WO98/04508 



1998^2^5 0(05.02.98) 



(21) m^mm^^ 

(22) m^Mmu 

4«SflS¥8/201859 
4$ifi¥8/287782 
il#l!g^9/86085 



PCT/JP97y02633 
1997^7^30 0(30.07.97) 



1996^7^310(31.07.96) 
1996^10^ 30 0(30.10.96) 
1997^3^ 18 0(18.03.97) 



JP 
JP 
JP 



(71) mmx (^^e@^l^<^-<T<D^g^Iltrov^T) 

J^Sf itKlgttc^^tt(SHIONOGI & CO., LTD.)[JP/JP1 
=f54l >:BS«^:^R5m^^I?-iHaFBI3TSl#8^ Osaka. (JP) 

(72) ; :fe<tT/ 

(75) ^m^ymmx (3K®^cov^TOJ^f) 

illfflfitHl(KAWADA, Kenji)[JP/JPJ 

T565 :*cRS;|fFftt>mif=f m©Br3-l-C22-107 Osaka. (JP) 

::fe^3tBB(OHTANI. Mitsuaki)rJP/JP] 

f553 ^S5^m^^am;fi5*fflBn342Nara,(JP) 

*^:4cl^-(SUZUKI, Ryuji)[JP/JP] 

T633 ^^W.^V^^W-m^i^^ £3-1-21 Nara. (JP) 

=&ftBS A(ARIMURA. Akinori)IJP/JPl 

t558 ±^m±mWm^^mm^\'7'^2'^04 Osaka, (JP) 



(74) «SA 

^gi± 1^5 gU^g'(TAKAYAMA. Hirotsugu) 

T541 ^BS)i^:*cfiRrtT4'AlZ3ii^Pr3TBl«8^ Osaka, (JP) 

(81) AL, AM, AT, AU. AZ, BA, BB, BG. BR, BY, CA, 

CH, CN, CU, CZ, DE, DK, EE. ES, FI, GB, GE» GH. HU. IL, IS, JP. 
KE, KG. KR, KZ, LC, LK. LR, LS, LT, LU. LV, MD, MG, MK, 
MN, MW. MX, NO, NZ, PL, PT, RO. RU, SD. SE, SG, SI, SK, SL. 
TJ, TM, TR, TT, UA, UG, US, UZ, VN, YU, ZW, ARIPOl^f^ 
(GH, KE. LS. MW, SD. SZ, UG, ZW), 3.— ^ i^T^m- (AM, AZ, 
BY, KG, KZ, MD. RU. TJ. TM), gfc^^S^ (AT. BE, CH. DE. DK, 
ES. FI, FR, GB. GR, IE, IT, LU. MC. NL. PT. SE), OAPI#rP (BF. 
BJ. CF. CG. CI, CM, GA. GN, ML, MR, NE, SN. TD, TG). 



(54)Title: NOVEL p-TERPHENYL COMPOUNDS 



(57) Abstract 

Selective IgE production inhibitors 
which contain substances inhibiting the 
production of IgE in the process of the 
differentiation of matured B cells into 
antibody-producing cells and the production of 
the antibody thereby while not or scarcely 
inhibiting the production of IgG, IgM and/or 
IgA to be produced simultaneously with IgE; 
compounds represented by general formula (I); 
a process for producing the same; and drugs 
containing the same. In said formula R* to R'^ 

represent each hydrogen, halogeno. tower alkyl, lower alkoxy. etc.; X represents 0-. -CH^- 
or lower alkenyl. 




x-Y (I) 



-NR'*- or -S(0)p-; and Y represents lower alkyl 
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US U f t * e a H © S « ft: IB S * /!: I S 7 U ; P 4^ - 14 Hi JM 5 W ffli ftij ff J ^ -C » 
D-115 1- T)*<*5. ^nttr^-f r 2 <DT«Dfla (Th 2iffllia) irf^fflU. 



wo 98/04508 PCT/JP97/0263i^ 

fflJWT-S ii^^^tlT^^-S (Jpn. Pharmacol. ( 1 9 9 3 ) 6 1. 
3 1-39) . 

mmwumtLmmm-v^^D s c G (<>5^-;u) ^fcti^y d ^ juvx^ 

a^&^o cn^i UBifflgacT) ^7 ^:^x-f -y^SrlSS-r^ iifB^StlT^i^ (J. E 
xp.Med. (1994) 180:663 — 671. J. Allergy C 
1 i n . I mm unol. (1996) 97:1141-1150)o J. 
Med. Chem. (1997) 40:395-407 t> B tfflBa tC fiS^f^ ffl b 

3730. J. Med. Chem. (1996) 39: 1846-1856. W 
096/10012 tC. t' :7 x-Jl'-^ft^WT^ft'&iftl^&mi^BS 4 3 - 1 9 9 3 
5. i^raBB62-294650 43<*:y^WO 96/^18606 tlTl^^o 

3.-'7^-<:ftJV-t'jL-Uf-> (Chemical & Pharmaceut i 
cal Bulletin. 24 (4). 613-620 (1976)). If- 
- 7>^/^^ ^-5" •y^X(The Journal of A 
ntibiotics. 32 (6). 559-564 { 1 9 7 9 ) ) ^ZST ^ 
»J*;^^:3■T;^•/^*"f^^v*;^•y^>^^'J- (Agr i cul tura 1 
Biological Chemistry, 49 (3), 867-868 (1 
9 8 5 ) ) ^irlEKS tlTti^T^^ ftiffiffli©JfPffli3J:D^{aT U;i/=*^-f^ffllI^Vi 
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PCT/JP97AI263<L 



rt ^ 4* i3 <fc ^ « a ifi :^ * Ji -r s :i t * 5 . 

U^T I g ES^fe^ffllftiJL. A^O|3IBtlCgg^$flS I g G. I g M*3 i 



R», R^, R*. R*. R«. R^ R», R'. R "» . R''. R«**3j;Llf 

:i-:*^->. B»S*W LTl^Tt) J:l»fii»T;U + >iPf"^. B»S«:* U T UT J: 




•X— Y 
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WO98/D4S08 



PCT/JP97/0263S. 



)V=ir)l'7.)i'it^=.)l'*^i^^ B^S*'^ bTUTt) J:V><£»T;1' + JPXJI/7-< njP. 
-hn. v-T/. B»S«W LTViTfe J:liT S / . HfeSS-*-LT 

X«-0-, -CHj-. -NR'"- (C ;1TR > MSTkjR. BtftS«:WUTV»T 
*) J: (, i « ft 7 ; U + J P . (U* S S « U T V i T J: ^ » <S « 7 y ^ -lb * « 7 -fe ^ ) 
*fctt-S(0)p- ( C D « 0 ~ 2 OSSic) TfeO. 

Y ttBlftSS* L^TViT .t «r»®l»7;i^=^^-'l'. BlftSSrW LTViTt) J: lr»<£lft7 
)V'r-)V. EjftS**"LTV>Tfe<J;ii<£»7;i' + :^;U. B ftS S: W b T ur t J; 

0 7;uy-Jl'. B«S«:*r LTt^Tfc J:V»7 'J -JI/ * fc ttB JAS S: W L T 
ViT'foJ:<'»'\7-o8a-e*0. X7!>t-CH2-T»^)i:#YliB«S*WUTViT 

J;^»^&ft7;^3 + •>-C■fe•pTfc J: < .X*i-0-iZ::tt-NR'«-T»St€r 
YttB«IS€:WUTViTt) J;t^{B;»7;l'3 4^ x/J^P't^-;!.. a»«€rW LTUT 

J; Ufi»7 X * /I «fi»S S: W L T V»T t) <fc 7 U - JU^tJ 

-r * o X txJ: i/i. 

R'*iJ;t;fR^. R'^JiCJCR", R2*S<tt;R'. R-'tJJiUlR'. R«45J: 
OCR'. R ''43J:t/CR 9, R»o;fej;^Rii. R'2feJ;t;R". R»':foJ;tX-X 
- YifcttR "*3J:t;f-X-Yti-iKC/.Ct>TO. S*fcttNR»* (CdTR' 
S»S** l-TV^Tfe J:V>e«7;i' + Jl'. BIftS Sr* L T v^T t> J: v> 
fift7 ;i/ir-;u*fcttHtftS** LTV»T'b.i;v>7'J— «• i Ei± 

fcfc'L. R*. R'. R«*5.fccjfR 1 a±*v\Dy>T» 0 . -e-nfit^v 

t;R2~R » 3;5tt:T7kffe. /^Dy>*ft^i>'7/<D^»m*^T*S«^«:ISS^<. 
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fitT;^^^^/^;^^^*^. R*. R». R*, R J:C^R " ='tt±T7K3!IT*5>*». 
* « R • Mi* « *3 J; Z/^N o y > TJi 

^ ( I •) : 



(SC*. R'* [i7k^S/i«t Hd^xT*0, R"" «b K d^^ h 
S *5S?BttS: ( I ' •) : 



R». R^ R». R*. R*, R*. R^. R*. R'. R " . R*'. R'^HJlZf 




OMe 



R 




[St 4". 
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^^t^^ntLLT. fcKn^^v-. /\ny>. :^7;i/#4^>', HlftS€:WU 

ct l^(S« 7 >il^ , »m S ^ W U T T ^> J: t^ffifc ilft 7 ;u ^ r: ^ 7t «7 ii 

;i.';rn;U, HJftS^^ LTV^Ttjct ^ifiet7;L' + njU, a»s*^ LTl^T t>ct 
U7'>;U, SjftS^W LTl^Tt> J:l^'>^ n7;U:^;U, atftS€:W UTl^T t><t 
li'>^7D7;Uy:^^^. g}ftS$WUTtr^Tt)c):ti7'J— >'^^;t:tlB»S^=tLT 
t) J; Vi^T^ Di9ST^ 0 , X;!>^-CH2--e*^<i: ^ Y^iiHftS^:^ LTV^T 
fcct Vifi«7;^n^>^T*^T'6ci: < .X7&«-0-*fcli-NR>^-T*S<h^ 

t><t Vi^5i»7;^=^;^;^>'^^-J^^fc^iK*S*^ LTViTt> J:i^7 u 

R»*5«fcr/R^, R'4i5<tr^R2, R2*3J:D:R^, R^*3ct:/R^, R^*3cfc 
yfR7, R8*5ctt;R«. R'°43J:tfR^^ R'^:hi:ZSR'K R^'i^^ZS-X 
-Y*fcHR^3^J:^-X-Yti-i^«::;^j:oTO, SStt^NR'^ (CCTR^ 
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L . iC ( I ' ) : 



it-^!^ (1) (I") <Dmm^&mti>. 




OMe 



R 



,1'. 



R 



to 



R 




(II) 



x-mtiti^if^i^L^ (III) 



R2 R3 R« R' 




(III) 
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(I I) idJ:Zf^ (III) R^-R'^ X:feJ;CXYJ^WEi!C (I) icfclt 

a>-, (B - o- 

T*sn.5^b^«j*RJ5$-tt«)*^. i): ( I I ■ ) : 




(3: (I I* ) (Fir ) 4". R'~R", x*3 j:t;:Y liiJiias: ( i ) iza 

tt-6«^i:l?l«IT* 0 . A*iJ;D:z ttatlEit (I I) -te^C^ (HI) lc*5tts«^ 



r2 r=r« r^r'° r" 




R». R". R-. R"*, R', R«> R'. R". R'*fe<fct^ 
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wo 98/04508 PCT/JP97/01635„ 

R ^ M±ft>«r|£SI UT, hKn^^v'. /\uy>. i3)l^^i^. fStftSSr^L 

Xtl-O-, -CH2-^ -NR**- (wCTR'Ml**. BiftS^WUTl^T 
^/Uli- S (O) p - (d CTpJi 0 - 2 C0S») 

YJtS«S=&W LTt^^Tt)^ l^<g:«7;^=^JU. SlftS^^bTV^Ttjcfc l^fiftT 
;P^rz:;U, a^S^W LT l^T t)ct li<£«7';P^^>H', g»S S: W U T ^^T t> J: 

t) J;Vi{£|ftT;un^>-"^^-3T=fo J: <, X*^-0-*fcti-NR»^-T*-5<h^ 
t)<t i^ie»T;u=^^;px;p:}^zi;p^^«B}ftS«:W L x i^t t> j; t^^T >J 

Sfc. R'^JiZfR^. R»:te<tt/R2. R2*5<tr^R3. R^4^J;r/:R5^ R « *5 ct 
y^R^ R»*5j:tfR®. R » <> isj: U^R * * . R^^^cfcO^R^^ R^^:feJ:ZJ^-X 
-Y*;i«R^3i5j:y:-X-Yli-)ISJc;^oTO. S$;t«NR^^ (dCTR^ 
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3J«7K^-C*S«^ : R R''. R »*J J;t/^R *A<:^TAny >Tfc-51»^ ; *3 J; 
Sfc, R«, R^ R «*J<tO:R «d<llB#lw^TzK^T*5<i:^. R»tt*5R. 7 -y 
»T;Urm^->T?ntv»»». R^. R^. R*. R iW^R " «^T7KsfeTfe2.*^. 
S?>1;:r''. R'. r « r »(7)'>fj: < 1 1 1 odi**Uti1-«ST3&S t ^. 
«fc T ;l' 3 i> ;u * n ^l' *3 J; B ift S €• *r L T t.^ T t> cfc * ;l/ /t ^: ;p 



(i: (IV) *5j;a^ (V) R '~R MSiJiBiC (i) ic*tts«& ti^igTJ& 

TSfliE^C (III) tCtilt-S AtllftT*^. tttiL, A Mi A ^ J: 0 fcift V^SJttt 




R" 



R= 



X*Sn-5ft^^*3J:t^it (V) 




(V) 
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X-Y 



(VI) 



(^^. R '"-R • 3. X. YliSftlE^ ( I ) ;c*3ttS«^<i:|i!lST* 0 . Z 



(SCP. R6~RMiSffI£St (I) -r^^n-Sti^ (traST* 0 . A'*JJ;t^A2 
l4«-'*r|£StLTB5Ei<: (III) fc *5 It -5 A t * •& . fc/fL. A^ttA'ckO 

iC ( I ) fc L < (iHugCis: CI') T^nsnsft^ija. ^fl5»^±?iFSsn^jfi* 

^ 1 *«?aJC<S«)<t^#l ( 1 - 8 3 9 ) t K U >A»tC*5{t«>tri 

S2 0«. {t^«J No. 3 6fl>t h5|c«U >>''^3£*l3*tt«.in«:S^ffli*924«?:^ 



A 




A2 (IV) 



11 



wo 98/04508 
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®3E«, *5!5««C»S^t&4ft ( 1 - 9 6 7) ® -^r XB*K 'J > (C*3 Jt -5 
^4 0«. 2|!:»WlC«'&^t&'»J ( 1 - 9 6 3) C3v5:^CDtaM$«jftlC J:SSifiga 

» M 4 31 M * * <^ A ® ^6 

ri&1Sk7}UdF)Vs tit. K3R«1~10. L < l±^S}» 1 ~ 8 . $ 6 «C$f 

< «^aift 1 ~ 6 . gfcff *L < tt^jnafc 1 ~ 4 nmrn^itit^^ikmr 

jL. -f yy^JV, sec- y5=-;l', t e r t - ■/f^il'. n -^>9-)V. -f V 
^V:^;^^;^. n-y-;!/, n - i' * fi^t* -5 . 



12 



wo 98/04508 



pc:TyjP97/a263i_ 



^i^, -Kn, T^y, eiftT;U=3 + ^:^;i.;J^-;UT5 y'>;P75 

y^ <£»r ;i/^;i';^;i/7j^-;i/T ^ y , <B:»z;i/4^>^i^r 5 y =t> l < iiyy - v?y t 

;>t;u:^yh. fifty >iu+;i/5^^ *j l < jit u -;i/"ufi»$nT 
r/Npy >{tfift7;^^;i/j , rt h □^>{5ftT;u^;uj , r:<7;^4^ + 5yi£ 
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PCT/JPy7y02«3i. 



. ^^mr )V^)VT ^)-)V\ . r(sa7;u4^;i/7 u , 
^ z^^iSlt )v^)vti , Ti^isiSTA + Ji^^^ 5 >j . ^^WLr)Vzi^ 

#^>j <7)T;^4^J^ffll5^'^l±l£ r(5i»77u+^i^j cbfsnST^o, ra^ssr^u 

j|ST;u^r:;Uj . r{gifes t n x ^ ;u 7 ^ / j <^ r<atg r ;u 3 -> :^ 
»^V< \t^mi& 3-6 <7)iim^fcti5i'«tt07J!.>5r-;b^g(*-r^, S«:MtC 

ttSc^ffifilC 1 Et±cO-SiB^^*T^o rH»S«:WLTUTt><tU«ja7JP 
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WO98A>4508 



FCT/JP97/02d3J^ 



\t. x^-;i^. ynt:zi;u, >^^ — '>^>^-;u, ^^i^-;!., 

rrxiUj 1 - 1 0 . »S t < 1 8 , i^\z»^L<\t 

mm^i-e. sfcff* L<iij^si»i-4<ota«t>L<nK«»3-8. ff* 
t:An>r;i/. ^^-t^/ < it', ri^'jp-f;^, ya\i7ta>c)u. ^^^7UD-f;^;te 
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PCT/JP97/02«3S- 



(D-m)!^^** bTi^-S t)c;)*S*L.. M:^m\z\:i,z^{7 a^u^-)l, i^^azf 
— >H- ; )i^)iT u— JPx;ui^ — ;u : tear ;H3 ^v-:^ - ; 

TTU— <2if±, :7x:^;v. i-y^Jl. T>h^-t: — ^i^. -r >7'- :7x 
H n^^i^ : /\ny > : {£iR7;U=i + v ; (£«7 i> Jl' :t + ; AJLxt^c^ v : fifty 
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trui^^u, t: u y>?::^;u. t:»j^'>*-;^. tr^vz!;!/, h'jr^/u;u. ku 

^-f^-;P, ^i-^v^^-;;.. ?*-^-ti-^:i- 7-fef^s^-;u, 5^7ri;u. trn 
e^v/'jxju, tf^^uv?;!^. e^^^v— =L)u^<o«smsi^y^am^ 
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5-6asaj L\t. R>*5J:lXR'», R»*5J:r;R2, R2;foj:o:R3^ R^is^y: 
R^. R*^3cta:R^ R«*5J:UCR«, R»°43*tU:R'^ R ^ ^ :fo<t UIR ' ^ , R' 
»*5ctt;-X-Y*fctiR»3i5j:;:jC-X-Y<h, <^&S JftSd^iB^ L T :7 
x-;K0«|fi!cK3SlS^ 2 ':>^^-'^\ZUz>TmfS.itl^ 5-6 afa^rfi^T^o 
(^mfrfi^Jt UT(i. gflfScOSH«S;!i^-*t«'ni:oT- (CH,) a"^ " (CH2) 
4-. -O (CHj) mO-, -O (CH2) n-, - (CHj) nO-, -S (C 
H2) mS-, - S (CH2) n-, - (CH2) nS-, -NR*^ (CHj) m 
NR'5-, -NR^» (CH2) n-. - (CH2) nNR^^-, -O (CHg) 
mS-. -S (CH2) mO-. - S (CH2) mNR»^-. -NR^^ (CHj) 
mS-, -O (CH2) mNR^^-. -NR»^ (CI-I2) mO-, -0-CH = 
CH-, -CH = CH-0-, -S-CH = CH-, -CH = CH-S-, -N 
R^5-CH = CH-, -CH=CH-NR^^-, - S- CH = N- , -N = C 
H-S-, -S-N==^CH-, -CH = N-S-. -0-CH = N-, -N = C 
H-0-, -0-N = CH-. -CH = N-0-, -NR^^-CH = N-. -N 
= CH-NR^^-, -NR*»-N = CH-. -CH = N-NR>^-, -N = C 
H"CH=CH-, -CH=CH-CH=N-, -N=N-CH=CH-, -C 
H = CH-N = N-, -N = CH-N = CH-, - C H = N - C H == N - . -N 
= CH-CH = N- (mfi 1 ifctt 2Tfe 0, n \t 2 ^rz\t 3 T S> ^) m^m^ 
7xz:;K0«E£K*M^2O<i:— i^tcncoT 5-- 6 ft S8 ^ J^JBtjcT S t> O 

cne>cD5B«S«iSi: LTt K D + i/ ; /\py > ; fiia771/3 + V* 
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^iTt>J:<. B»»*WLTVvTt)J:V»5->-6^g!j . r o S fc H N R ' • €r 1 
•&«jei*r-5. CSJA.tf. R 2~R « 3©±TA<7lC*T*-5«^. ±T*</'Nay>T 

3gT * ■£ « «• s^-r 5 . 

rft^t) ( I ) J . ( I ") J Sfcii rrt&^i ( I •••) J t\,^om-^ 

ssn-sifij tbxtt. mm, mm, u >r, 7-yft*sRK. lift 

yiim«tm<DSikm<D^ : =^m, sbsk. ?li!e. i7x>K. y^-jim, 

-r>K. i]/Ni7K«¥<o^«BE©ifi ; 7>^: — h U > t A . h 
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WO98AM50S 



PCT/JP97/02<3S- 



tii. *<*:[^{:iJtriT. m^iim-r^it-^'^o (I) (I") 'sts 

TI/»?)tHP=^->«:-OCOCH2CH2COOH.-OCOCH = CHCOOH. 
-OCOCHjSOjH. -OPOsHz. -OCOCHzNMCz. -OCO-P 
yr (P y r ttti'J >'>S:^-r) «?lcBJft-rntfJ;U. 

*^aB«f fw*3V»T, r{t^% (I) J ttt^t^^l (I' ) *[^t»fc»r«fk^ 
tlfifrfcO. r{t&«) (I"') J ittft^^ (I) *5j;U:i>3ll<t^1*S:$tyfl:^ 
0 . rft&fe ( I ' ■ • ) J tttlt-S-^ ( I ) a^Zfit-^^ ( I • ) Sr^tJ 

(t^«I ( I ) HiiZS ( I • ' ) «±T I g Ejg^Wig^WftiJffitt. JfeftttlMf^ffl 

S: ( I > *5J:tJf ( I ") JC*5lriT. 
1) R'. R^ R^, R*. R°, R*. R'. R*. R'. R"*. R". R'*^ 

bTV^Tfed^V^eaTJl/ir-;!.. fiSfftS * U T t» T J: T ;U 

-)l:!f=¥'>. Htt»«'W LTV»Tt> J:V><£»7";i' + -'V^:t. S^S U T T 
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PCT/JP97A>263&. 



Xii-O-, -CH2-, -NR^^- (cc:TrR^Md:4c«^;t(ilt»S^^bT 
0 , 

R^^fectCfR^. Ri^<tt^R2. R8*5ctlXR«. R > *i3cfc^-X- Y. ^fc«R 
^ X - Ytd:-i|gfC«i:^TOSfcJiN R » ^ 1 JKii^ ^T T J: < . 

S»S$:WUTViTt>cfc 1/^5-6 Sa * J* L T J: lWt&«5 , 
2) R*7&^*lg, tKD::^>-. /\Dy>. /j;^*^^/, StftS*# UT l^T t>cfc 

R2/)^**, hKD4^->, y\ny>, HttS €: W L T T t) J; T * 

R3;&^7K3R, tKP + ->> Any>^fctiB»SS:W LTV^T t> J: Vi<£IST;H3 

R^tO^**, BftS^WL.Tt'^Tt) J: V><6«7;i/^;b, /\Dy>, B»S«:=frL 
TliTt) J; VifiiK7;^=i=lr'>. n KD^/S:«H»S^W LTl^Tt>J:li7^yT 
ft 0 , 

Rs*^*^^- B»S*^L.T V^T t) J:i^eift7;m + £/> fift 7 ;u 3 4^ f>:^ # 
R«7S«7fcJ5. /\Dy>. Blfe5€r^ LTViT t>ct t^{£l»7;U4^;P, :^ ;U . 
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R97><*3!l. b:Kn^^^>. tiJU^^^i^. B«S*W UTl^Tt) J: t^^fSaT JU + ;i.. 

i^T t)<fc t^<£»T;p^;i.xjP:i^ — SjftS*^ Utv^^t t> j; 
V i * ; 1/ A* ^ -f ;p ^ >t B S «: W t T I ^ T t) <t I i T ^ y T 0 , 

R >2;0«7K«TfeO. 

WiT )V^:z)l7ir^i^. E»S€:W LTl^T t>ctt^7 i>;i/:t=^ B»S^#LT 
t) J: < . 

fiftS&WUT^iT t><i:lilSi»T;U^-JU, SttSSr=fr LTV^T feet 
ViTvil^. BttSS:#l-T(.^T=b<i:l^i'>i7D7JU!r-;i.T*0, X75<-0-^fc 
j^_IsjRi4_-^^^^^YrtBlftS«'*LTliTt>J: i^^fijaz;!/ a 4^ 
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WO9S/04508 PCT/JP97A>2635^ 

R«43cJ:U^R2, Ri*5«fcr/R^. R^iSJclKR^. R ^ ^ 43 J: t/- X - Y . ^/ttiR 
^3*5J;D^-X- Yt^-J^il/cCoT, OSfc«NR^^ < C ;i T R * Mlt9gE :te 

3) R'iit^:^m. tHn^->, /^^y>. Sft L T l^T =b ct 

i>7y. B»S=£W LTlr^Tfect ViX;^:7 T^-Y.'^^ fct^'^T-naiT^^ (£AT, 
R i;&tR 1 - 1 TS^-SiiBSffii"^) * fc^iR 2 t) L < JiR ^h-ttlZTioTO 

* L < JiR tKn^>-» ADy>. BlftS€:^ LTUT=b<k l^fijffi 

z;!.^^-;^, eifts*?^ LTt.iT t <fcVifiiS7;u^-;i':^^ ^^ci^s^s^^s- 
LTViTt^ct li(g:fii7;i'4^;i/XJP:i^ — 4^ X. BI^S^W LTliTt)«tViT^ 
BtftSSrWUTUT t)i:l>X;U^ r ^< JUT^>5 . R^75<R1-2"C 

*S iiB&IE'r -5) i;ttiR 2 t U < ttR ^ t-fS {ZTs.'dT O ift\tN R * MC 
;1TR ' »«|iraSiC*5tt^«&<hraS) «r 1 et±$^. HftSSrW LTl^T t>ci: 

^ ^(cjf s L < *iR iiKP^ir->, /\Dy>, (5®7;U3^>-fiaT;u 

n + i/. T v-)Ui&iSiT juzi^i^. lEa7;u^r {gfil 7 ;u+;i/>^ 
nji.^i-:^^^'. 7^ y . fiil»7;P4^;P7 5 y * fcfieiK7;^y-;u7 5 /t*^ (et 

TR ^;5^R 1 - 3 Tfe^ (hBSISrS) *fc«R ^ =t) b < « R ^ <b-SJC;^o T 
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'>c>i?Jl'^=^-->. 3 - j^^JP- 2 -y7^::i;U:t=^ v'. ;* ^ >;^;P7Kr:;i.;j-^->. 
75/. x^^JbTS y */t«3 2 -•7'x-;UT5 y TftS (iXTR 
'*tR 1 - 4 T^-StBSffi-r?)) 7!i», *;tttR* L < liR* t-tg»C7S-3T-0 

CH20-*fcll-CH = CH - uH-'&m^-r^it-^^i, 

Tt) J:«'>ffiJ»T^l'^;l'X;l'd^n;i':t^ (WT. R 2j»tR 2 - 1 T*St 

B&EfS) Sfc«R ' <*:— i^JCJi^TO^itttNR ' * ( C C T R ' Mi^ElC 

jf * L < t±R *At*tR, ADy>*fctt@iiRa: 1 ~ 3co<&»t;1' + ;i/T»s (&l 

T, R **<R 2 - 2 T*-5 i:I«E-rS) <t^«S. 

5) R»7>«*3g, tHP + i'. /Noy >Sfc««»aS:W UTt^Tt) J:ti(5fik7 
;i.34^i'T»S (KiT. R '7&<R 3 - 1 tBSie-r*) ft&<^. Sf*U<tt 
R '7><7k**fct±/Nny >t?«)-5 (ei.T. R R 3 - 2 <tBSE-r S) 

#1. $e>{C»$L<«R'*<*SI*fcfd::7-y^Ti55 (WT. R»*iR3-3T* 

6) R**«7K«. BlftS*WLTiiTfe<i:v><5»7;i/=^>»l'. y\ay>. aftss 

/T*'5 (WT. R*A<R4 - 1 «kl»IET«>) * « R » <h — «S o 
TOSfcttNR'* (CC-CR • *tt«5ISIC*3VtS«^<kigS) * 1 e(±^i«^. ■ 

T. R«*iR 4 - 2 T** tBSIB-rS) i tt R Ir /it o T - O C H j 
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MTf}^ R SjO^R 5 - 3 ^:BSa-rs) it^^. 

8) R«;&«7}C5??, /\Dy>. H»«*W LTViTt)<fc t^^fSfilTv'U^^^l'^ 

X)l^^')l^^z^^3b^ (^T. R *d^R 6 - 1 tBSfS-r^) ft'&^, 

$ ^ L < ttR fi;:l<^fc*, KIRft 1 3 ^DT;^4^>l^ * fct±/\ n y >t» S i&L 

T, R^^^^R 6 - 3T*S<hB»IEr^) {t^**. 

9) R'^<*:«. /\ay>, HtftSSrW LTl^T <t U^(&IRT;P4^;U, HttS«: 
^/TfeS (EIT. R ' ;&^R 7 - 1 TfcS ^hBSfiSTS) {t^«3. 

R 7 - 2 tteiB-r^) it-^m. 

10) R«;!i^*lil. /\py>. H^SSrffUTi^T t>«fciil£«T;U=f JP. 
LTl.iT t.><B:»T;U3 4^ v-, ^J^^l. 5 ^ tiSttS * ^ L T l^T fc ct 
/TfeS (WT, R»d^R 8 - 1 T*^ tKE-r^) :?&i, R * ii-iffiJCTS: o T 

O^r 1 a±^^^ H*feS*WLTtr^T=b<tUi5-'6flffl^J^abTt)<tUWt'&ift, 

R 8 - 2 Tfe-S tBSsST^) fL-^^). 

1 1) R^f)^7Km. bKD^ix, HttSSW LTl^T t> cfc Vi{S;3fR7 
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R «7&^R 9 - 1 Tfe^ iBSE-r^) R 8 i: tC o T O $r 1 B8( 
T. R «;i>^R 9 - 2 T^^ ^BSSer^) {t^^K?. 

ffiaT;Hi:^'>:^JU#- ;i.^;tHT ^ y (IHT . R*7!><R9-3T^S«i: 

)V. *;i^:4^+'>, / K=»^f>:^;i/5j^z:;^*fc«7^ /T*^ (JUT. R « 7!i< R 9 - 
1 2 ) R ' °75i^7K?R* rcfififfiT^Un^^ xTfe^ (JWT, R^***^R10-lTfc 

1 3) R^'A«7KiR> /\D>^'>, a»ss:* UTi^Tt) J: i^<a»y;p+;i^. *;^7j^ 
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14) R ^ 

1 5) R^^f)^7i^m. tFD^^^v, y^Dy>. :^;Pit^+i^. BtftS*^ LTV^T t) 

.tvieaT;^^*^;!., gifta^WLTiiTt) j:iifitftT;i'3^i>. atfts^rwux 

fSTS) ^fcti- X - Y ir-fStr/cto TO ^XHliN R ^ » (CdTR'Mim 

* L < tiR * t:KD4^>^, Aay>, :^;U7}^+>^, H»S«:3&UTV^ 

Tt> cl:t.^filS7>ri/=*^7U, S»S^WLTliTt) J:U(£j|ftT;i.=i^>', a«IS«:=& 
LTl^T*>ct l^T V, Hlft S ^ L T T =b «fc V^fi ffi 7 ^ :^ - 

:1^;U^;U^fc«attS«:W UTl^T t>ctV^7 S y (£AT> R*3 

;5«R 1 3 - 2T»^i:»ie"r^) it^^m. 

$ e ^c*f ^ L < R ' 3 t K D ^ : /\ n y > ; t K n :f 1) L < tl/N n y > T 
Hift^tlTi^^Tfect t>i£«K7;U^;^ ; <&« 7 ;u a 4^ v :^ - ;i/ U < Ji<Slft7 
;H3^5>TH^^nTViTt>ci:lifiia7;i/a4^>' : /n □ y >-CH» ^ tlT x ^ 
<fci^fijR7;i/ir-;P^^>' ; 7u^ )U:t^z^ : iB;i»7;^ + ;^:^ JP^^-JU^^^^ x : 
:}^;i/ = ;i^*/t«75yT*-s (UT. r > *;&^r i 3 - 3 Tfes tteia-r 
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T^y-C^^ (e^T. R ^ 375i«R 1 3 - 4 i:»IE-r^) {t-&^, 

16) X;&<-0-, - NR'-»-*fcti-S (O) p - ( C C T p « 0 - 2 (DS» ) 
-Cfc-S (EtT. X*^X 1 T^^^ttlE-rs) t^. * fcUR ^3*3ctu;Yi:-jffiir;i 
oTOSfc«NRi° d CTR ^ MilfrSEtC43tt^«^i:He) Sr 1 U±'&^, 
HlftS^W LTl^T t> ctli 5 - 6 Mai^je^i)c"r-5^t'&i». 

»*L<JiX;&«-0-, -NH-, -NMe-^7ttl-S02-TS>S (WT, 
Xt&^X 2 T^-SiiBSie-rS) {t'&«>. 

$ ^t'»^ U < fiXTl^^-O-, - NH-*^(1-NM e -T$>-5 (EtT. X;&^X 

3 T*^ chKIE-r^) ft^«l, 

afclif * U < HX;:it-0-Tfe^<t'&«». 

17) Y/r<R»S^*UTliTt)ct li(£«T;U^;U. S »S U T l^T t) 

^^-jr T ;U 3 5/ :E}^ X ^ ?t 1^ H « S * W U T I ^ T t> 

JiliTv-Jl-Tfc-S (WT, Y*«Y 1 T»^<h»IET^) R ^ ' I^X i: -il* 
lc;ioTO*fc(^NR I ' (C C-CR ^ Mifl!lS£lC;fett^«&<f:I^a) * 1 
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J:liti K^*// ; fiftT^U + ^t'fc L < JiT S yTH» $ nT tr^X *> ct (r^ * ;^ 
BlftSnTiiT t<fci>T 5 y : n h □ : Ti^jl^^t-^i^ ; Any > t> L < H*;P3}f 

ADy>. t:HD^'>. DT^l'^;^. {^WlT }Va^>'ti )Vi^i:^}l^V <\tT 
:/7^x;i/, yp^:*/7^x;u, a n r/^^ii jU, x — n ^x;ut* 
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18) Ri;&<Rl-2T»0. R2 7&^R2-1'C*0. R^T&^Ra-lTfcO. R 
'*A«R4-1T*0. R^T&tRS-lT^O, R«75^R6-lT»Ov R'*^R7 

R^*«R8-lTfeO. R^f)^R 9 - . R*<>;&^R10-1 

"C»0. R ^ »7&*R 1 1 - 1 0 , R ' 0 , R * »;6^R 1 3 - 1 "C* 

0. XA«XlTfcr}, YtJ^Y 1 ^ R ' cfc V R ^ . R^*>J:I^R^. 

R 8*5cfct^R^*>b< tiR " j;tf-X- Y*<-«lCttoTO*ft:ttN R » ^ ( - 
;iTR * MlBflEir*5(t «: 1 W±^^. H»a * # L T l^T t> J: 

19) R^*^Rl-2-C*0, R2j5itR2-lT*0. R ^ R 3 - 1 T * 0 . R 
^;&^R4-l-r*0. R^7!>^R5-lTfei3, Rfi;5<R6-lT*0. R';!^^R7 
-1T»0, R»7^^R8-1T*0, R»7&«R9-1T*0, R»<»*<R10-1 
-Cd&O, R * * 75«R 1 1 - 1 0 , R ^ 2;5«7klST^ 0 . R » ^ R 1 3 - 2 * 
0. X7^<Xir*0. Y;:i^Yl-C*^A^. */tHR'*5cttXR2. R';fcJ;^R*. 
R^i^^ZfR^hL<\tR' ^^JiZf-X-Yf}^-m\Zf^'DXO^ft\^NR (Z, 

5-6 mm^mm-r^it^^. 

20) R*7&^Rl-2T«tO. R2;:^^R2-'1T^0. R^^&^RS-lTdfeO, R 
4*^R4-lTfcO. R ^75^R 5 - I Tfe 0 , R ^ R 6 - 2 T d& 0 , R ^ 7^^ R 7 
-2"C»»3, R«75^R8-2T*0. R^Ti^RS-lT^^O. R^^^^RlO-l 
TS> 0. R»»75^R1 1-1T*0, R ^ 0, R>3 7i^R13-lT* 
0. X75txi-C»0. Y;5^Y 2 -CfeST^^. ^ ;t « R > *5 <!; R 2 , Ri*5J:o:r^, 
R«^<fc^R»t>U<tiR* 3:te<tr;:-X - Y;^i^-1« {c;ioTOiyS:ttN R ^ ^ (C 
dTR » MtWElr*3tt'&«^i:raiS) Sr 1 Si±^^. H»S U T l^T t ,t U 

2 1) Ri7&«Rl-lT*0, R2;!f«R2-ir*a- R ^ 7!|t R 3 - 1 & 0 . R 
*7>tR 4 - 1 "Cfc 0 . R^d^RS-lTfeO, R«^<R6-2T*0. R'*^R7 
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PCT/JP97/02d3!U 



-1T*0, R ^T&^R 8 - 2 -Cfe 0 , R»*^R9-2T»0. R^*>?&^R10-1 
TftO> R^^;!i^Rll-lT»0, R ^ ^^^^tKSIT* 0. R*3;^<R13-2T» 
0. X;&^XlTfcO. Y;5^Y 1 Tft-S*^, SfcfriR ^ ^ctC^R 2. R'*3J;CXR*, 
R8i3ci:y:R®t>L<ttR > 5*5 cfctJC-X- Y*«-iKtC74oTOi/S:(iNR 

R ^ M^fl5EtC*$frt^«^<i:r^S) ^ 1 £^±$^> SftS$:# LT V^T fc<fc: 

5-6 mm^m^T^it-^^. 

22) R • ;&^R 1 - 1 Tfe 0 , R 27>^R 2 - 1 T* 0 , R ^ R 3 - 1 T « 0 . R 
^*«R4-1T»0. R »;Ji^R 5 - 1 T» 0 * R « R 6 - 2 T » 0 , R^f)<R7 
-1T*0. R«7&^R8-2T*0, R R 9 - 2 0 , RiO;Ji«R10-l 

R > i^^R 1 1 • 1 0 , R ' 2;^^7K3RT^ 0 , R ^ ^ r 1 3 - 1 "C * 
0, X*^X1T*0, Y*tY 2 Tft-S;)^. ^ R * *5 <!: R ^ , R»*5cfc^R*. 
R«*3j:i;:R»t>b<(iR ' 'iSiltZ-X- Y75«-jStC7i-pTO^fcitN R ^ ^ 

23) R i;6<R 1 - 1 0 , R ^ R 2 - 1 T * 0 , R ^ 7^^ R 3 - 1 0 , R 
4^^R4-1T*0, R ^?&<R 5 - 1 0 . R^:;&^R6-2-C»0. R^tI^^R? 

R8;5^R8-2-Cd&0, R»;&<R9-irfe0v R><>3!i<R10-l 
-C&O. R ^ »^^R 1 1 - 1 T?* 0 , R * 0. R ' 3;^^R 1 3 - 2 T* 

0. X75<X1T*0> Y7&<Y 2 Tfe-Sjft^, * fc R * ^ <i: IX R 2 , R^iJckU^R*, 
R8*3j;U:R3t)U<JiR^3^cttF-X - Y ^^—1^ iZU-o T O ^ft\tN R » ^ ( - 
ilTR 1 »«fltJEtC*3^t^«^<hl^lS) Sriet±^^, BJfeS L T tr^T 1^ 
5-6 SSB«:»J«T^lt^«Iv 

24) R ^7&<R 1 - 2 0 > R 2;^«R 2 - 1 T* 0 , R ^ R 3 - 1 T * 0 . R 
47&^R4-1T&0, R S;5^R 5 - 1 -Cft 0 , R * R 6 - 2 T » 0 . R^*^R7 
-ITftO. R^T&^R 8 - 2T»0. R « R 9 - 2 0 , R^^;!i^R10-l 
Td50, R 1 » A^R 1 1 - 1 Tfe 0 , R * ^ jj^^jg-j*^ r) ^ R ^ ^ /i^ R 1 3 - 2 T« 
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R8;fej:;C^R»^L< IIR ^'feJ:lX-X- Y7&^-tttc;^^TO*;ttiNR ^ ^ (C 
CTR ^ »tttaiS{C*5it^«&i:ra«) SrlJE4±$^. Hft«*W LTliT fc J: 
5 6 ass S»fiE-r'5ft'&«5> 

25) R ^/i^R 1 - 2 T» 0, R2*tR2-lT»0. R ^ R 3 - 1 T* 0 . R 
^;&^R4-1-C*0, R5;!»tR5-l"r»0, Re7&<R6-2T»0. R^A^R? 
-ITfeO. R8 7&^R8-2TfeO, R«;O^R9-2T*0. R>°;!i«R10-l 
"CftO, Ri^;!)<Rll-lT350. R^ 2;5^;^5R'^^ r), R^';0«R13-lTfc 
r), X;2i«Xl-r»0. Yt&^Y 2 7r*'57&^- S R ' :fe ^XR ^ , R»*3it;:R*, 
R«*5j;t/R^t)L<JiR*'i5<l:7/-X - Y t:^^ -If o T O ^ /t UN R * ^ (C 
C-CR ' MiltIfEICi3ltS«^«i:[^a) ^1&L±^^^ ® »S L T U^T fo cfc 

26) R ^7&« R 1 - 2 -C* 0 , R 2;&<R 2 - 1 T» 0 . R ^ R 3 - 1 T * 0 . R 
*d«R4-lT*0, R5/l^R5-lT*0, R«A^R6-2T*0, R't&^R? 

R«d^R8-2TfcO, R ® R 9 - 1 T * 0 . R ' « 7)^ R 1 0 - 1 
T*0. R ^ ^ 7&«R 1 1 - IT* 0 . R ^ 0 , R » ^ R 1 3 - 2 T * 

Xt&^XI-C^O, Y7&<Y 2 Tfe-ST^^, ^ R ' J: IXR ^ , R^^J;t;^R^, 
R»*5J:C5R^t>t<*^R*='^J:CX-X - Y 7i o T O ^ tiN R * ° ( ^ 

CTR^Md:«ftElc*3tt*«^tig8) & lUt±^^. {BlftSSWLTi^Tfectti 
5 - 6 M 89 * fiE-r S <t ^ > 

27) R^*^R1-1T*0. R 27j«R 2 - 1 T» D , R ^ 7!i< R 3 - 1 T » 0 , R 
**«R4-1T*0. RS75i«R5-lT»0, R * R 6 - 2 0 . R ' tS^ R 7 
-1T*0. R «*^R 8 - 2 0 V R « R 9 - 2 T * 0 . R^^^^RlO-l 
T»0, R » ^7&^R 1 1 - 1 T» 0 . R » 27!i<7K*T* 0 , R * ^ r i 3 _ 2 T * 
0. X7&<X1T*0, Yt&^Y 2 T^-S)/)^. ^ & R ' *5 J: t/R 2 , R^^SctlXR^. 
R8fe<tDfR»fcL<«R ^3*5j;a^-X- Y;6«-«lC7ioTOifc«NR 
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28) R ^;5^R 1 - 2 -C* 0 . R ^ jjl R 2 - 2 0 . R**^R3-2T»0, R 
-»^«R4-2T*0, R ^*^R 5 - 27r* t) , R^*^R6-2T*0, R^d^R^- 
2T»0, R«;^r^R8-2-C»0. R«;5*R9-2-rfeO. R*°*tR10-2T 
R 1 * A«R 1 1 - 2 Tfc 0 , R * 2:ft^7KaiT* 0 . R ^ ^ R 1 3 - 2 T» 0 . 

2 9) R * ;&^R 1 - 3 T«> 0 . R2;&<R2-2T*0, R ^ R 3 - 2 T ^ 0 . R 
-•t&^R 4 - 2 T* 0 . R =7&tR 5 - 2 Tib 0 . R ^ t!^^ R 6 - 2 T 0 , R ^ R 7 
-2T»0, R ^T^^R 8 - 2 Tfe 0 . R * R 9 - 2 T * 0 , R » « *^ R 1 0 - 2 
R^^T^tRl 1-2T*SA^. S&tiR^*5cl:D:R^t)L<liR8*5cfclXR 

30) R *7&^R 1 - 4Tfc 0, R 2;&tR 2 - 2 0 . R ^ R 3 - 2 T » 0 . R 
4*<R4-2TftO, R^;5i<R 5 - 2T»0. R ^ R 6 - 2 T 0 . R^;&^R7 
-2T*0. R8;:i«R8-2T«»0. R»?5<R9-2T*0, R'°7&^R10-2 
"C^O, R'»;5«Rll-2-C*0. R * 2;^,<;jc*T^ 0. R>3;i<R13-2T$» 
0, XtJi^X 2 Tf ft 0 , YtS^Y 2 -eft ^ R » ;B J: R ^ t> L < ti R « *3 ct 
(yfR*;5^-^lC?ttoT-OC HaO-^JgJSSr^fb&ftl. 

31) R '7S<R 1 - 2 Tft 0 . R 2;)<R 2 - 2 Tft 0 . R ^ R 3 - 2 T ft 0 > R 
T&^R 4 - 2 ft 0 , R*^«R5-2TftO, R ^ R 6 - 2 T ft 0 . R ^ R 7 

-2TftO. R «;^<R 8 - 2 -Cft 0 , R8*^R9-3TftO. R»'»7&<R10-2 
-CftO. Ri^;&^Rll-2T»0. R ' ^ f)^7i^mT ^ 0 . R*3?5^R13-2Tft 
0, X;&«X2rftO, Yt&^Y 2T?ftS?&V * « R » *3 J: R ^ L < li R « t3 J: 

32) R ^ A^R 1 - 2 T« »P > R 2A^R 2 - 2 Tft 0 , R ^ R 3 - 2 Tft 0 . R 
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^f>^R 4 - . R^7&tR5-2T»0, R*7&*R6-2T**:), R^^^R? 

-2T»0. R 87&« R 8 - 2 T* 0 / R ^/l^R 9 - 4 "C* 0 . R ^ R 1 0 - 2 
T* 0. R^iA^Rll-2-C&0. R^ ^^tS^tK^-T* 0. R*^*<R13-2T» 
0. X;C>^X2TftO. Y;5«Y2T*a*^> ifcttR ' *5<t o:r ^ L < tt R »*5 J: 
D^R^^J^^-ilSCXcpTO* 1 5 - 6 MSI^Jg^S-rsft^ife. 

3 3) R i*^R 1 - 2 TS) 0 . R2 7&^R2-2T*0, R3;!i^R3-2T$tO. R 
^;!)^R4-2T*0, R^7:)«R5-2T*0, Rfi7^^R6-2-C*0. R'/>^R7 
-2T»0, R»7i«R8-2T*0, R^*<R9-2T*0, R^^7!i^R10-2 
T*0. R ' ^t!^^ R 1 1 - 2 T«> 0 , R » ^ :^^7|c * T ft 0 , R > ^ R 1 3 - 3 T ft 
0. X;&^X2TftO, Y?5«Y 2 TftSd^* ^ fcli R > 43 J: R ^ =b U < H R « ci: 

34) R ^75^R 1 - 2 Tft 0 , R 2;5<R 2 - 2 Tft 0 , R3^«R3-2T*0, R 
^7&tR4-2TftO, RS7!i«R5-2-CftO. R « R 6 - 2 T ft 0 . R ^ 35« R 7 
-2-CftO. R«7!>^R8-2TftO, R*^^R9-2TftO, R>°7^^R10-2 
TftO. R > '*^R 1 1 - 2 Tft 0 , R^2^«^*TftO, R ^ ^ R 1 3 - 4 "C ft 
0. Xd^X2TftO, Yf)^Y 2'V&^f)^. ^ H R » -fe J: R ^ =b U < It R « :te ct 
DCR fl;5i«-iRf(cn£o TO H^±^tr 5 - 6 a?8 ^ Jt^fiRT ^{t 

35) R ^ ?0^R 1 - 2 -Cft 0 > R 2;&tR 2 - 2 Tft 0 . R ^ R 3 - 2 T ft D > R 
*/)^R4-2TftO, R^/^^R5-2T»0, R«7!>^R6-2-Cftf3. R^;0«R7 
-2T»0, R8;!i^R8-2TftO. R*7&^R9-2TfcO. R^0:d<R10-2 
TftO, R^';i«Rll-2-CftO, R»=^*^**TftO. R^3 7:i^Rl3-2Tft 

X;&^X2TftO, Y7^<Y 3 Tft-ST^^. * R ^ :fei: R ^ fe U< R * *5 J: 
DCR 9^^ — «IZ7it3 TO* 1 JK±^tJ 5-6 Mai*JgjBErSft^«). 

36) R^d^Rl-3TftO. R2*?R2-2TftD. R3d^R3-2TftO. R 
^A<R4-2T»0, R^*^R5-2Tft»3. R^:;&^R6-2Tfti9. R^d^R7 
-2T»0. R»//^R8-2TftO. R«*<R9-3TftO, R^*»7&^R10-2 
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R > *;J^R 1 1 - 2 Ti& 0 , =^7!><**Ta5 0. R^3^<R13"2Tft 
0, XA<X2T»0, YifiY 2XiS>^t^. $ /!: R ' *5 <t R ^ L < R « *3 J: 

37) R*A<R1-3T»0. R2*tR2-2T»0. R3*^R3-2T&0. R 
4*tR4-2T»0, RS;&^R5-2-CS&0, R^7&«R6-2-C*0, R'p^^R? 
-2T&0, R8 7&^R8-2T»0> R»;&tR9-2T*»9. Ri«>;&<R10-2 
R*^d^Rll-2T*0. R' ^^t^iRT* 0- R^3;^^R13-3Tfe 
0. XA^X2T**9. Y:?i«Y 2 T*-57&^, * /!: R ^ *5 ct R ^ t> L < R » *5 i: 
t/R^75«-iKir/<CoTOi&l £t±-&tf 5 — 6 ^^^m^t ^it-^m. 
3 8) R'^^R1-3T^0, R 2;&^R 2 - 2 T» 0 . fi^K Z - 2 ^ K> s R 
^*<R4-2T^0, R ^;!j^R 5 - 2 0 , R ^ R 6 - 2 T * 0 . R ' R 7 
-2T»0, R »:^<R 8 - 2 T» 0 , R « R 9 - 2 T * 0 . R>*»*<R10-2 
T^O. R » '3!>^R 1 1 - 2T*D. R ^ ^ ^j^** ^ 0 . R ^ ^ r i 3 _ 2 t » 
0. X30tX2TiSO. Y;^^ Y 3 Tfe-S^i^^ * fc R » :fc <fc R ^ t> U < R « *5 J; 
C/R {w;:tt?TO^ 1 Wi-^tr 5-6 *S8 €: JgfiR-T S ^t-^^Kl . 

39) R i;&^R 1 - 2 t?* D , R ^ R 2 - 2 T» 0 , R ^ R 3 - 2 T * 0 . R 
4^tR4_2T*0. R=75<R5-2T*0, R^/f^R6-2TfeO. R^tS^R? 
-2-CfeO. R »7&^ R 8 - 2 0 , R » 75f« R 9 - 3 T & 0 , R ^ 7!f< R 1 0 - 2 
TSrO. R 1 i7!i^R 1 1 - 2 0. R * 2;0t;fK«T^O, R ^ ^ r 1 3 - 3 T » 

X*^X2T*0, YTlf^Y 2T*'57J^. $ ;t R * ^ J: R ^ b < R « :fe J: 
tJCR 3»tC75:-:>TO$: 1 Sk±,^t^ 5 — 6 asaSrJBfiX-T ^ft:^<K», 

40) R ^Tjr^R 1 - 2 0 , R ^ j^t R 2 - 2 7? » 0 . R ^ R 3 - 2 T * 0 . R 
-»7&^R 4 - 2 0 . R 5;&^R 5 - 2-C* 0 . R » R 6 - 3 T 0 , R^;>^R7 
-2T*I3. R 8*^R 8 - 2 0 . R * R 9 - 3 T » 0 , R R 1 0 - 2 

R » » ^tR 1 1 - 2 T* 0 , R ^ R ^ ^ 7»« R 1 3 - 2 

0. XAtx2r*0, Yd^Y 3T*«»;&^. ^ tt R » .fc iXR t> L < R « 45 J: 
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41) R ijI^^R 1 - 2 0, R 2*^R 2 - 2 0 . R ^ R 3 - 2 T 0 . R 
-•t&^R 4 - 2 T» 0 , R ^7&«R 5 - 2 Tft 0 . R«*^R6-2T*0. R ^ d< R 7 
-2T»0. R«7&^R8-2T»0. R^7StR9-2TftO, R**>*tR10-2 

R * '*^R 1 1 - 2T» 0, R > 2;^t7|c5(|T» 0, R^^^^RlS-STft 
0. X*^X2TftO. y:?5»<Y3-r»5*^, Sfcl5R^*3J:tXR4fcL<liR8i5J:: 
CXR ®/^^-^lc:^CoTO * 1 K±^tr 5-6 ft 58 S: JBfiSf S ft'&fti . 

42) Ri;6<Rl-3T'*0. R2 7&«R2-2-C*0, R^7&^R3-2T&0. R 
*A<R4-2T*0. RS*^R5-2T»0. R«7&^R6-2T»0, R^;&^R7 
-2T*0. R«7i^R8-2T»0, R*d<R9-3-CfeO, RiO;&«R10-2 
T*0. R ^ * *^R 1 1 - 2 T* 0 , R^2^«*aSTfeO. R ^ ^ R 1 3 - 3 T * 
0. X;&<X2TfcO, Y7)^Y2T*«>7:i^, *fcHR'*5J:r^R'»'bb<JiR«:feJ: 
D^R *7!>^— tglw/j:-pT- O C H 2 O - SrJgJSETS {t^lSf, 

43) R*7&«R1-3T*0. R2 3&tR2-2T^«9. R3;&^R3-2T^0. R 
^Ti^R 4 - 2 0 . R ^^7&^R 5 - 2 -C* 0 , R ^ R 6 - 2 T fc 0 , R^;&^R7 
-2T*0, R»7&<R8-2T*0. R«d<R9-3T^0, R^«;!)^R10-2 
T*0. R ' ^:!>«R 1 1 - 2 T* 0 > Ri2^^;^*T^0. R > ^ ^^^^ r i 3 _ 2 "C 
0. X7&^X2T»0, YtSi^Y 3 T*S;5^. ^ H R * 43 J: R ^ L < R » *3 <t 
U:r » /ct o T - O C H 2 O - * JgfiXr Sft'&ia , 

44) R^;!><R1-3T*0, R2;^«R2-2T*0. R^^^RS-S-CfcO, R 
-*/|tR 4 - 2 T» 0 , RS*^R5-2T»0. R^*^R6-2TftO> R ^ 75< R 7 
-2T*0, R «7&«R 8 - 2 T* 0 . R « }!!^ R 9 - 2 T ft 0 . R ^ 7)« R 1 0 - 2 
T»0. R^^*«R 1 1 -2T»0. R » 2;5t;|c5)|-c» 0 , R ' ^ r 1 3 _ 3 ^ 
0, XA«X2TftO. Y35^Y 3T*S3&^, * « R » *5 <t R * fc L < H R » 43 J: 
^R i^JC/ctoT-OCH 2O - S:«)«TSft^f», 

45) R^^^Rl-2rftO. R 275<R 2 - 2 -C» 0 . R^^^R3-3T*0, R 
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*7!>^R4-2T^O, RS;!i<R5-3T*0, R«:^l^R6-2-CfcO, R^T^^^R? 
-2T^0. R 8/t«R 8 - 2 0 . R»^«R9-3T&D. R^<>;^«R10-2 
•e*0. R 1 *;^i^R 1 1 - 2 0 . R ^ ^tS^tKIRT* 0 . R ^ » r j 3 _ 3 ^ 
0, X75^X2-CfeO. YTl^^Y 3"C^^3!i^, S ;t « R » 43 J: R ^ fo L < R « i5 cfc 

46) R'75«R1-3T«^0. R 2/>^R 2 - 2 0 , R^75^R3-3T«0. R 
4;!i<R4-2T«»0. R ^ R 5 - 3 T & 0 , R^*^R6-3TfeO. R^?&^R7 
-2T»0. R ^Ti^R 8 - 2 Tfe 0 , R9:<^tR9-3T»0. R^O;O^R10-2 
■r«>0. Ri*;&^Rll-2T^0. R » ^ T ^ 0 , R^^75<R13-3-C^ 
0. X7i<X3TfeO. Yf}^Y4'V$>^f)K ^ R ' <fc R ^ t> L < R » *3 ^ 
l/R T - O C H 2 O - * Jg^-T Sft^«>, 

47) R';&«R1-4T*0. R=7>^R2-2Td&0, R3;><R3-3T*0. R 
*;5^R4-2T*0, R^;:^^R5-3Tfcd, R*;ti<R6-3T^0, R^A^R7 
-2-^*0. R8 7&?R8-2-e*0. R«7&^R9-4T^0. R'«75^R10-2 

R*^;0^R1 l-2T*f3. R^ 2;5<*lgT* 0, R^3;^^R13-4-C^ 
0. X/i^X3T**9, Y;&^Y4T*S;&^, ^ R ^ ^ ^ R ^ tc /,f o T - 

O C H 2 O - ^JB^K-r hL< {tR^^^nR^'fi^—ff^iZU-DT-OCH^ C 

4 8) R i-R »^fi»S«h bT^-r^^>-t: >SB*« 



37 



WO98/045M 



PCT/JP97/02«^ 





38 




^098/04508 



PCT/JP97/0263S. 




NH2. 



OMe t OEt ' F CI 



5 1) Y7!>^-CH2CH = CMe2> - (CHj) 2CH = CMe2^ -CHgCH 
= CCl2, -CHgCH^CBra^ -CHsCH^CFj, -CH2CH = CH 
Me. -CHzCH^C (Me) CH2OH, -CH^C^CMe, -CHzCgH 
4-4-Me, -CH2C6H5, -CHzCHoCHMes^/Sit^-MeT&S^t 



5 2) -X-Y;!i^-OCH2CH = CMe2' -O (CHj) zCH^CMeg* - 
OCH2CH = CCl2, - O C H 2 C H = C B r 2 * -OCH2CH=CF2. - 
OCH2C = CMe. -OCH2C6H4- 4 -Me , -OCHjCsHs. -NH 
CH2CH = CMe2> -N (Me) CH2CH = CMe,. -NHCH2CH2C 
HMe2> -NHCHjCsCH^fctt-NMe.T^Sft&iKl^fcll 
53) R ^ ^(DBffiS^', <i^U< iih 7 r:>f)^^MX^^^1t'^^. »^L<\t 

It:^^ (I " ') <0«iB:gffi [ affi] 

ft^i» ( r *•) Tl£^3*1-^ri: < . ( I I ) ^ >i:t4 ( I I * ) 

sn^Tt^^xt^^ii-isic (III) (iir ) T^^ns b-7x-;i.mw 
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R" R5r8 r9r'2 R" 
(!•••) 



(St*. R»~R»», X*3J;U:Y«StlEiC (I'") lc*5lt*«&<h^«-c* 0 . 
A* J:UfZ «fitrSeit (II) HJiZf (III) ic*5it«>«^<!ira«) 



(iCif. R*~R''. X*5J:OtYiaStia3C (I'") Jli5kt-&«&<klPI«-C* D. 
A^^ZfZitmti.^ (II) :te<ty: (III) tr*3ltSlS^<!:|Slll) 

Yt^ite (II) *3J:t/{t&ti (III) ^fctift^'^J (II') *3cfcafft&i» (I 
ir ) 'Sim^Umm (0*JA.tf'^>-t>. hJUX>, -:^;>t^)P:^)l'A75 K, 

<»:;Jctcoil-&?R$fcttJl*?6T/'^^ v'^^AWat (0iJ;!tliPd (PPhj) P d 
C \ i (PPhj) 2. PdCl, (OAc) 2. PdCIa (CHjCN) 
*L<»4Pd (PPhj) 4) COSSET. ffiStt^fe# (KaPO^. NaHCOs- 
NaOEt, NajCOj. EtiNCl, Ba (OH) 2. CszCOj. CsF. 
NaOH. AgjCOa^) T^fi ~ JJP J!*T , + ~Sc + Bf ^ ti:T<t&«!l 

( I •") 



R2 r3 




(111') 
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emical Communication 1 9 7 9, 8 6 6 . ^»^fi)tft^ 
ta^&8£> 1993^. SI51#, Sll^. «91 1 0 OM) tCigfflpIflE 

>*/!:[i-0S02 (C.F^^.i) (c:z:t-q«0-'4<DS&) ^SrfflU^;ii: 

ft^ia (I I) . (Ill) . (IT) ^ct;af (Iir ) coBftSR ^-R ' ^^fectV 

S€:=&LTViTt><i:l^^5^aST*0, X;&<-CH2-T*^«&<rtiB»S^ 
LTl^T t>cl: VifilST;m^'>-C^r:> T=b<fc < , X - O - ^ - N R ^ ^ - 

W LTl^T t><i:t.i{£«T>'U^;UX;U?^-;l.i/::l±BJftS«:W LT(r>T t> J: ViT 'J 

HAS r «i:;5i<pJ9ET*^o 

S/^. R ^-R » 3^/^li-X- YO^^-rn7&^:?5^t K □ ^ ->T$> ^ T =b iieS^E: 

>t«:?c h + '>::*^;^. ^>i^)l. t -'ir^^i^v^/^JUv'U;^, ^ ^ > X - Jl. , 
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^;&<cfc < fB<lT»^ ± iE>^ ^- A ^ >SOf^*3 0 tr < ^ . 

«?lj7Lti, Ai5XUZ<D-y5f)^- S iR^^3-r (Ha 1) , (C;iTR^MiS-Sr 
Sit^r>X\^'^Tt^J:V^i&m7)l^)\^. H a 1 J^/xny >. r « 1 3 0B»T^S) 

^ff^ (Synlett (1991) 845-853, J. Org. Chem. 
1996, 61, 7232-7233) •ff^LlW'^'^ A ftt » CO ti^X^t 
(i-PraP) zPdClz- [(dcpe) PdClj] (dcpe^CvzPC 

HgCH^PCvz) . ( 7? ^-C jHs P d C I ) 2^;&^*tf e>n^. 

Sfc. A^J:i:5Z(7)-:^;0^- S n R ( C C T R > ^ Sft o T l^T 'b J: 

t.i<£«T;u^;p) T^o. ^:fjt^j\ay> , T-fe^;^^=^'>^fc^i-o s o 2 (c 

qF2<,^i) r "T q 0 - 4 <DSE»:) T * o T t> , - » Ir ffl ^ tl ^ /'^ ^ i^* '^7 

Attttt (jif*L<iiPd (ppha) 4^> ^m^^xmmit^mT^^mihti^ (An 

gew. Chem. Int. Ed. Engl. 25 (1986) 508-524). 

A:fccl:a^2CD-;^7i^-Zn (Hal) iZiZXH a i tiA D y >) 0 , fte. 

:^;5tADy >T*-&ft^«RlS-Sit$i^:T t) gMft'&«3:0^'&fi£T*^ (Acc. C 
hem. Res. 1982, 15. 340-348) o A v A«a^5-««C 

(PPha) 4, PdClj (dppf) , PdClz (PPha) 2* PdClj 
(P (o-Tolyl) 3) 2' P d (OAc) 2 tf ^ tl 
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jissc (IV) . (V) *5j:tx (vi> T^snsft&iKi^siJjs-e-?*:^^*)^!^ 



(SCI'. R '~R ' x*3 iocYtt^tiiai): ( I ) . (II) ;fej;af (iid \z^\-f 
(IV) {c*5UT« A ' liA - <t 0 fciS t^EJtvi4«-*-r^*^ 

*&fi)tffitC J:cT<t^i» ( I ■") *&fi£r4«^. ^-fit-tVo ( I V) 
m (V) eUPATSlt:**. ctiir J; O^fiK Lfcft^«j**JSfrsc: t;ic< . 
ViTft^tt (VI) &)!jB>tTS*&$-t*-ti«J:u. jaic<t^«^ (IV ) iz 

m-Tit-^m (VI) ^mcit-g-^j (v) s-s;5 5ii-Tt>iBi«»rsM 




X-Y 



Rl2 V,13 (V) 
(VI) 
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h^ditm^ n.^. m?L\i. it^m (IV) \zi6\^^x{tA'^^B^m. A^t^^ 

V) sfctt (IV ) *^««i{t&«5TS^*a^c;i, ^jzifAmm-oym-x! 
T t> a Mft&i^*^f# ^ o 

^SiSiwisit'S-^cofacosg^fftiaiifi:^** (a) coifi^<hf5i«T*^o 

-OSO2 (C^Fz^.j) ( d ClTq 0 - 4 (7)^3*) ^^I^CT^S) 

sftSrPgf-cR ^-R > Mz^ffirntfcfcv^. 

rfe SS^tCti, «?yptt^/\'-r - t: U ^— (Baeyer-Vl 1 1 iger) 
>-tf>) iaK (fl?ij7tti*ia»K. iS^SSK, 3^ i7 a Dia^SSK. h y 
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Jra LT^iTiP -Jr-^PT •yT--f -y t (W i t t i g) S.m — 

:«f-yi'-UTi^->3> (Organic Reaction), 1965^^. 
^14#, ^2 7 OH) C J: 0 lW<t^iBJ*if§5n^. 

A. *K{t>5;i'i''^A. *K{tA'U"i7A, Kig*;^->•:7A^oies#ST. jg^ 

:^»(« (^J^tf?- h 5 t F D 75 >. T-fe h >, ■>• 5t ^^l-^^^UAr S K. T-fe h 

«>«^Cli. )g^JEC®« (0yAtf7^ H 7 t H □ 77 >. i^-p*^;P5tsJl,A7'$ 

7>€:X7. v^lf^;i/75 >^<DT5 >{k^«3i: 01C~1BH»T. »^^~»I^W£ 
fis S -fr T * ^i' A ^: < ;uYt:fn « J: u . 
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^t^ia (I) €:l§-51i^. ±^<©«CS}«S-X - Y«:WT-5ft:#!^ (II) 
tit-^m (III) . SfcliBffiS- X- Y«:*-rsm^^ (III* ) t<t^<^ (I 
I" ) «-itJas^vS-tl-T=b J;Vi*<, SttS-X- Y»c^}ftb»2.Btft«-w^# 
f -sft^i^) (I I ) ^ftit (II r ) «r<b^!» (III) Sitfa ( i i • ) tsics 

T 3 ■> ^ «■# A-rn tf J: tri . 
S{t^«»«-». rn*ji^<cS«S (fi»J^{f->'jC^;i'5^;i'A7 5 H. T-h^tKa 

/tUC7A. Ktt^iU i^-t? A^) *fctt = j|ft75> («BJAtf h UX^;l/7 5 >^) 
«Oi^S14S!j»'i*ttlA'5. ZldCY-V (Vtt/Nay>*fcl4-OS02 (C,F 
2,^,) ( C ClTq «0 ~ 4 05KR) T*«>) S n-Sft&igj (CT>t«, 

2 -'^>-r >. y^-Jl'T/n^ H. 5 -:/D€r- 2 - ^^^b- 2 -'<>7^>. 1. 
3 _ □ n - 2 - :?^v=->. 3-i7DDyat:>. y U- — ;p k >j 7 u-— h , -^i/ 
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a^4^-b — h U :7 i^— i. 3 - h U ^ Dn:/n^>®) ^Jd^. '-20t: 
X7&^-CH2-> -NR i^-Sfci^- S-T*^{t&«i«:f#^«^, S 

nl. -SH. -NHR^M * SJCE: $ -lirT B M ft ^ t*) «: ?t ^ 9P7&< pJflgT * S o 
XU^T t)ct V^{£i»T>H'^;UX>il':^^x;U, H » S ^ W L T U T t> ct 1.^ 7'J -AX ;P X 

V" ti/Npy >s<D]iJi«s> 0 j^ic ^ untf - X - Y;^^- 

N H - Y T * ^ ft ^ tl § . 

X7&«-so-^)tfi- s o 2 -Tfe^ft^tt^ti^ig^Jcit. sr±iB<o:^ft 

(C J: 0 X7!i^- S -T*'5>ft^ m- ^7 n n ^.E§SJ« Oilflt OS[ft?PJ 
*5!W(Cfi^S<t^«lO 1 OT^-S - X- Y55^<aiaT;i/^r-;i.:;J-c^i vtr^^ft^ 
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• 



wo 98/04508 



PCT/JP97/02d35. 



p*;;i^A, ^>i£>. ^*if>. t --f^ y -)im<Dmm^. ^ ^ nam^M^ 
x^;PT^ >^<DSFa£TT^7 a □ ><^;i^=7c^;i/ = x-x-;i/<hiS:js^itntf«ai 



48 



wo 98/04508 



PCT/JP97/0263S. 



•y 7 > ^: A ^ t JS ^? 1* n a S © Wilt A* 5T«E T * « , 
-ht2>^ + -AtJ'C0ft^#l (III) *5<fcCK (Iir ) tt4^ao<t^ife€-fflV»T=t) J; 




±fE©ie«bl^«li::iiffl©<t&% (viii) i^xz^it^^ ( i X) . Sfc 
(VIII' ) a^tfif^m (IX' ) (A*5.fccjcz ttJft*sCv«r<ts* -y 

(CCTq »40~ 4 T&S. D tt A P ^ >*3 J: t/- O S O 2 ( C , F 2 , :^ 
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WO98AVI508 



PCT/JPy7/02«3i, 



^fcttft^ift (vir ) ^m^. 

i fc. ±^0)31 0 Tf^^ >m<DRt> (Hal) , (ddT 

R * ^ ttS-'* S?ioTV^T t>ct H a 1 ttA py r H 1 — 3 

fiftrS-S) , -SnR^S (C CTR ^ M±&^S/j:oTl.iTfectl.^<£iftT;i.=^ 
;i')^/lfi-Zn(Hal) (n:THal \t/\ay>) <OS»SSr^-r Sft& 

0«J>t«> D = 7KiRT^-2>li'&. iS^^Ji^j* (0»J;^«»K. t7an;fx;UA, s^i^ 
ftIR, 3^75(5. 7s}Vy ^nv^ u^} \^ . N-yn^c:tt< ^ H») <!:- 

m t' 2 Ot:-jtIPj»TTSSc5>-'a + Bf KSJt^-ti:TA = OT f T*^aM<t^ 

S/tJi7^y*i:> — «Mliyp F ^ ^<t*Cffl ^ tl ^ S * BttT ^ «t V^o 
— «;S:'/D H ^ *y i^'ftO^^J ^ UTH- t: H D =^ «: ^ tl/t T + -> ( d 
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wo 98/04508 



PCT/JP97/0263S. 



V»«t Ha^i^S-OCOCHzCHzCOOH. - OCOCH = CHCOOH, 
-OCOCH2SO3H. -OPOgHz- -OCOCHjNMea. -OCO-P 
yr (P y r tttfU >?>**-r> #{CH»-m«J:l». 

*S*-r?>* ©its 11*3 V^T I g EM*€rfflI$iJ L. !S»Ol^«CM*$nsIg 
G. I gM*J<fct/^/*fctt I g AOft3@EyD:/"J ><Dg^«rffllS!l U^C^»*»*fc^i 
If « ^ < «i Wf s !^ « €: ^ # -r S =b «) T * S . 

1) fiJS»B)fflfla*^«l/r^tH^ mXiil L-4. I L-5^cO-y-< h:*j-f >. tr[CD4 0JJt 

3) tfi»:s^jHa)ia*sf6JSBya:ru >*s*-rsjiie (si*:D<)tc«i gE^M^-rsisg) 

r I g ES^S:«l©JL. *>OllB$tK^Sn^ I g G. I g M ^5 J; ti:/ S & 
I g A0DffegEyD7"J >«)Mfe*«i©JU?iii*^i/tiil^#lwli<ffli$iJ-r«>j tit. 
igEMrjtirigG. igM*jJ:c^i g ^<oti-rtiA^ 1 9m&>±<D^&if 

tSW g G. I gMi3J:U:/*^J4 I g AOM^^HPW UTiliC <!: «:.Si»-rS. ^ 
(Dl g ECDMitffll^Ji: I gO. I gM*5J:i;t/^fc»a I g AcDg^ffll^iJOilSJtt 
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WO98AM508 



PCT/JP97/02635- 



fiFSK «2 0 0 0 0<SKjI±T»^. ci: tX/ S 

® I g E(Djg^$ . If # SET it »L.T 5 0 %Wl$*l"r SSfi<0 5 0 0 Offi. 

SfSKttlOOOOm, Se>«lJ?Sb<til 5000«. «fc»*L<ll20 
0 0 0 flScO}fia[iC*5V>T t) I g G. I g M*5ct ^fcli I g ACDffi^S: 5 0 % 

t\t. I gE/i^g|*$n^^«fiitC^D, Tlcje^cD I gESSiMS^llp 

s 0 %\zmmr ^mm^M^i.x^'^^. i g E<Dm^mmt i g g. i g 

ift (th^^tr) HS^ U/^«&tI^^^^T, I gM. I g G43 ctC//^ fell I g 

HRWtc^iWaT^w-^^a >. 'i? -> r :^ 'J > . xiftiWT Jl-:/ ^ >. ^?EI»(0 
taMSa (Cryj I, CryjO) . ^^-C^taiSga (Derfl. Derf 

n) r I gM, I g G43 J:!//* fcii I ^ K(om^^v»m\.u 

L ;a:75^c> /Si^'S'*^ I g G, I g ^fcH I g A c^S^StC^ U T . 

0 %£tT, !tf * L < 5 %£tT. $ ^ ICjf S L < 3 %«TT«» 
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wo 98/04508 



PCT/3P97/0263SL:- 



IWr-5. r0ifiE<4iHBJiaj tit, ±X<D*J >/'im, JfKJ*. fftpma^U-^t; ay 











T 












\t 
















I L-4*5J:tX/*/iHI 


L 








>s±ffl>{eif^ffl« I L - 2 ogiiiiffijftij-tt-t*. I 


L - 4*5<fcy:/$fc« I L 
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wo 98/04508 



PCT/JP»7/«2<3i. 



7 u ;^«^[«^:^ h u A^. t&iRfflt IxT«^';h' , :^t-t u >S!v>y4^->r>A 
L < ii^-^'^Hr^i'd - ::^^«rffl - ^-5. JSfiiJfcL<aS. 
ffiSftSJ, 9Htm~ S5£ft»l. «?¥»J. l?li»J«€;®:i:^»nLTt>a< , SOS: 

•& cti!>^m^ L fiK Aicispa#-rs«^. aisr o. o5~ioomg/k 

g/aT*0. »^L<HO. 1 ~ 1 Omg/k g/BOieHr'9T*S. 
«#<D«^«rtt»#SKJ-* < ilSfO. 0 0 5 ~10mg/k 

g/B-C*0. »*U<ttO. 0 1 ~ 1 mg/k g/a®«eHrtT*4. cn«: 
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WO98/0450S FCT/JP97/02635^ 



nmm 



B n ^> 

DME l,2-->?^h=*^>'X3^> 

DMF^ N. N- = H 

DM SO >f^5';^x;^*4^s^ k 

MCPBA m- i7 D Pig^Ja.SK 

MOM ;^ v^^JP 

Ms ^^>x;u^n;i' 

p y tr u > 

TBS t - T?'^ ;u ^ 'J ;p 
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wo 98/04508 



PCT/JF97/D263Sb- 



mmmi it^^(i-\)> (1-2). (i-3)g>^B)t 




(S 1 XS) <t^ife 1 <0&BX 
{t^#) (III- 1) 10. 63g (22. 08 mm ol)cr>l. 2 - ?>. b =^ 
X*' 3 0 0 m I IC, ■Mmr'rh'7=^7. ( h 'J 7 i 7 >) n y 

^ h, (0) 3. 60g (3. 12 mm o 1 ) €rJO A -5-3^, {1:^!^ 2 ( 9 . 
50g: 26. 5mmol)ro99%X3'/-/l'iS?S80ml. 2M S 'J 

"j; A7lc»Sfi 1 2 5 m 1 ( 2 5 0 mmol) SrflPK.. C OS^SffiflBifi* T ;i' >3? 

■yjl.i' n V hi^^^-f - ('\ + -9->-Bf8EX5^JH : 1) TfflS^, '\ + i^>- 
ttKx^;UJ;«3»lBa*fT('i. ft^igj l (11. 5 7 g ; 8 7 SrSgfeJg 



56 



wo 98/04508 



PCT/JP97/I0263S^ 



(m 2 XS) <t-&t» ( I - 2 ) O^fiK 

{t^^^ 1 (9- 30g:15. 48 mmo 1 ) (DfSkTK^ity^ ^ >&mfS. 6 0 
m 1 tc. J)C?&TT? hiJx^;i/7 = >3. 24inl (23. 22 mmo 1 ) , gfcn 
T 3^ >X;t'*tnjl.i7 DUh'l. 80ml (23. 22 mm o 1 ) ^Ua^, mS. 
SIT 2 mmnti¥ Lit. l N^IBISS Om l -CjgJSeKttlc u, 

StSSL, ft^«3 (1-2) 9. 93g (iK^95%) SMfe^a t L fc. 

(.m 3 IS) {b-&ife 3 m^ns. 

ft^ife (1-2) 9. 76g (14. 38 mmo I ) ti&{t/\ 7 -y (II) 
765mg (4. 3 1mmol)C01. 4-v^ + lJ->«Sffi300ml<£7K3!lS 
fflfCT. ^fflTl 5B?pg«itL.fc. ;F}8i»S:-fe^'f h^ilTK^^L. ^Sffi^iSai 
LfcSb. 55a*'\ + U->-if»X^il'A»?,Sjea LTft^ife 3 (8. 4 3 e : IX 
^100%) «rJ»fe*Sai UT^/t. 

(^4XS) ^t^«!) (1-3) O^fiR 
ft^'^S (4. 0 1 g : 6. 8 Immo 1 ) OjSl* N. N- tl^i^ A 2x7 S. 

HJSjK40mlJl, i^«E*'J'^Al. 45g (10. Smmol) 
□ 5H1. 21ml (10. 5mmol) SrlffiltTauAfc. S3(l5?fflaT. Sfi 
T 1 5B#fW«J^ bfcft. JKI5»!€:0. 6 96i7X>»*2 3 Om i <0'P'>^tt^, C 
n4»»x^;i/-t?tttllLfc. }4ta}ffi*«5»:. 5%^'X>K, 5 S6^K7fc^:h K U 
'?A;iKj$jffiv fiSfnft^TH-ciJfei^L. iBiffiUit. > -if Kx^ 

^I'^^eSlSSL. it^m (1-3) 4. Olg (IR^90%) LT 

(S5IS) ft^®! (I-l) OT^fiE 
rt^!^ (1-3) 3. 80g (5. 79mmol)<Dv'*^5^;PX;i'J|%+i^ 
3 8 m 1 tc. 4 N*Kft:^ hU-^AlSml (60. OmmonSriDA. SitJ 
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wo 98/04508 PCT/JP97/QM3S- 

S^%* 6 0 'CT4 B^raanSUfc. l NSR 1 0 0 m I frlBlA. »Kx 

72g (iR*7 09«) ^Mfejaai: LTft;t. 



l)n-BuLi,B(Oi-Pr)!, 

/=y TBSa /=\ 2)H20 /— v 
Br— ^ ^-OBn Br— ^ ^OBn ^ (H0)2B— ^>-OBn 

M)H bTBS \)TBS 

4 5 2 

ftS-'g*) 4 (80. Og;0. 287inol).t- ■^'f-JV 'J -> *J Jl^a U 

K 45. 87g (0. 296mol) ~ ^ ~ )U 2 1 . 46g (0. 315 

mo 1) <73N. N-^;*^;i^*;UAT5 h*»« 3 3 0ml Sr^iST 1 9 ^(B1«J^ 

Ufc. S«;ig^#) «r Tic 1 LlCjt^, X-5";PT}*tb Lfc. fflffljSSrJ®^. fig 

:^^-y■>-B^I!tX^;^ 5 O : l ) ;cT»35L, fk&«J 5(97. 20g;JR^8696) 

5 (97. 20g;0. 247mol) OT.AItKt- h 7 t H □ 7 7 >»«E 
8 5 0mMC. SiRSSfflmT, -70'CTl. 66N n - ^ 5^ ;P U ^ -^7 A - 
+-9->j8JK 152ml (0. 252mol) SJPA, ^fflfST 1 . 5 mfS\mW L 
fc, Jg-C^. - 70'CT:4^'t?KhU'fVynhr;H7 1ml (0. 74 1mol) 
*t>-o < C sac Jilf 3 »m«*^ bfc. 3k?feTT* 5 0 0 m 1 . 5 % 

irx>» (3 2 0ml) *Jn^, maST 3 O^^raHtj* Lfc. SJtffi«:»BEX^ 

v-'J^y^Ui^nvKi^^^-r- ('\ + -y->-BfBexf^JU2 : 1) »CT«»b, it 
^tSi2 (51. 10g:iK^58%) SrMfeeat LT»/t. 
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wo 98/04508 PCT/JPy7A)2d35^ 

##W2 ft:^4a (III- 1) o^fiK 




im 1 xs) it^^ 8 c^^fis 

ft-g-tt 7 (vv— ±;^•:^':^•^^*>'^•V-t^'fX7^>< — (Journal o 
f Chemical Society) 1925, 1998 g£«) 15. 30 
g (62. 4mmol) <D1, 2-vyh + '>X5^>300ml»JStC, ^ifiT 
( h U — :7 Y >) n^v^K (O) 3. 60g (3. 12 
mmo 1) ^IS^TL-hL. ^Z,^. ft^^toe (< 4^ U 7.!Rf3^^B8i>$B^ 2 2 7 6 1 6 
2^i£e) 18. 89g(74. 9mmol)cD99 %X5^y-;U®?E8 0ml, 
2 M h U ^7 125ml (250mmol) SrJlKlx, ;i (^S^EffiS 

x^fz. mm^i^^Ji^yji^i/a^hifpy^- (^*-y->-»Kx^;n d t 

a««, ^ + -t^>-iFKX^;^J: 0 HilSft^ff i.^, ft^^J 8 (15. 6 8 g ; iR 
^9 7%) ^MfeilSa*!: UT^fc. 
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wo 98/04508 PCT/JP97/U263i. 

{t'&'aj 8 (15. 34g:59. 39mmol) <^Sl*ife{t ^ 5^ U > 2 4 0 m 1 
ffiSBJKtC, *?5^TT KUX5^;i/T5>16. 6ml (118. 8mmol).gi 
V^T;<^^>:^JU* — ^l^^D'JHS. 93ml (89. 09mmol) tilBX. m 
fflKT2»tra.«»Lrco iga^^e^L/ifg, l N^K (l O Om l ) TSffiSrK 

'^AtK®®, fiSlnftffi7XTj5ti*L, $£181. iSffiL^. Blai 4^1^- > - BtKx^ 
;P7:>^^Si^SL, {t^«fe9 (17. 24g;iR^86%) S: ffi felga U T^#^o 
3 Xg) ^t&4* (III- 2 4 ) co^ffi 
ita^S (17. 03g:50. 63mmol)cDPKK3S^2 10mMC, 
iSSTSf K:^ hU*!>A6. 23g(75. 95mmoI)<h^*3. 9 1ml (7 
5. 95mmol) ^JtlOA. [5|iaS-C 1 6 B^mffltit Lfc, C O S /CK Wffi iC S Si 
3. 91ml (75. 95mmol) ^rJPA. 5 0 X: T 4 ^ fflttfl^ U ;t f*, SIC 
11:353. 91ml (75. 95mmol) ^fiDx.. 50T:t:3 B$Hia}*U;to S 
UrxS-S^lS: 1 M^^ffit»:h h U '^ATk 1 L'vtt^', 30j^WffltJtb/t. WtiiLT 
i^sea^^^l-. 7K«c?fe. ISS^57Dn;tt;UA 80 0ml izmmL. MS;^, 5% 

+|->-gfKX^;l';0^'^Hi!SaL, ft&tti (III - 24)(18.12g;i(X^86%) 

(S4Ig) fk^iKl 1 0<D^fS, 

ft&ttl (III- 24) (15. 80g:38. 05 mm ol) <D I . 2 - V i7 u 
ax.^ 4 0 0 m 1 IC. ^aiT 8 0 %m-^ aam^B9«t 12. 3 0 g 

(57. 05 mmol)^Jrax. PfiftT 1 immmi^Lft. RJt^&^^^O, 

«rni:;Jc. 0. 2 M ^^tREK-i^- H 'J A 3 0 0 m 1 . 5 K 'J A7K» 

0 Om 1 X 2Ti5tt* Kfil, iSffiLfc. LT?§6tlfcSlfi 15.80 
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wo 98/04508 



PCT/JP97/0263Se- 



g=£l. 2->';Ah + xX^'>330ml {CfiS«? L . z:n»r 4 NilK 3 0ml ( 1 
2 Ommo I ) SlEE&'feS- 5 CCT 1 2 «f WiSt*1* L T?&ai b 

U -^AtJc^SS. ia«lftiS*Tj5t?* t. ffl«tT. {t&«> 10 (14. 35 

(^5Xg) ^t^% (III-l) ©^fiS 
{t-&«l (I - 4) ilSJ^ICLT. it-^^ 10 (12. Og;29. 76 mmo 1 ) 
))>€>fh^i^ (III- 1) 12. 6 3g (iK^8 8%) LT»;t. 



^mm 2 {b^#) ( I - 4 ) (D^fig 




(m 1 Xg) ft^!^ 1 1 cO&fiE 
ft^iftl (III - 2 ) 8 16 m g (2 mm o 1 ) « 1 . 4 - If > 4 0 m 1 

h^^^X ( h >J 7 X — ^I'^^X 7 -1- >) A'^v-t^A (0) 11 
4mg(0. Immol), it-^^ 2 748mg (2. 09mmol) . B 
*«t* 'J >»A U'?A589mg (2. 7 7 mm o 1 ) *iD>LS5!ll?fflSlT'r 2 
3^TO8 S-CTiPl^Lfc. Si£:«*»aiS, Pex5^;i,-Clfimbfc. ftbtUSE^&IS 

-> 'J *y;l/i' a-7 h^'^ 7 -I- - ('v^-y-x -ifKx5=-;i/4 : 1) TffifiU, 
'^>^' >TlBSffrs 3 <i:l: J; Olt^^m 1 1 (745ing:iR^67%) Sr^Jt 
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WO98AM508 



PCT/JP97/02635^ 



im 2 XS) {t-^^ ( I - 4 ) (D^^ 
it"^^ 11 (557mg;lmmoI) OSft/^U > 1 0 m 1 <D»«{C^ffl 
T 8 0 %m- 5^ n aiSSSSK 2 5 9 m g ( l . 2 mm o 1 ) SrJKlx 1 5 ^Wflt 

mtStWLft. SJE6?K«2 N*g»-eK14<i:L, if Kx^^UTftSffl L , (7) ft ta « 

p:7^ > 1 Om 1 (^)fflffilw^K?f^TT lU^r h y'y'^)l7 >'t=L^Ay Ji^:^^-^ H 
CD-rh^t:KD:7^ 2 m I $rj!ra;^ 3 0 ^mtn^WLf:!, J£ ^JftTT 2 

^ a-r h Cf^y -< - (^=l=^'tl->-P»X^;U 2 : 1) TfSSS-rs d OYt^ 
ft ( 1 - 4 ) 2 7 5 m g (iK^62%) ^& <i: L T ^ o 



##g«3 {b^#) (III- 2) <?^^fig 




1 XS) <t^^ 1 3 <D^^ 




ni'2 
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wo 98/04508 



PCT/JF97/02«3S^ 



it-^m 1 2 • • ^ — y{7-'trS.7.h>J— (Journal 

of Organic Chemistry) 1987, 52. 4485) 2. 
6 1 g (10 mm o 1 ) <D-y ^^)V^)l'J*7 Z KflSFS? 2 6ml IC*?&T 6 0%m 
tt*l!l^b:^h'J•:7A4 0 0 m g (1 Ommo 1) ti'onpCf^;i. x- 
T^iPSSemg (llmmol) Sfl0^3 0 5tffl«}$Lfc. 5JU:fflfi*^iaic U 

ft. giafS:»Kx5F;l/-'s:<^tJ->-'^>5' >J;OlliKaS'ff fcWt^ite 1 3 (2. 
8 g ; 9 2%) *f#fc. 

(m 2X8) <t:^#l 1 4 O^filt 
ft^ife 8 <i:^«lcLT. <t^«9 1 3 tft^^l 1 5 (mSCftfiSK) «-fflViT<t^ 
«3 1 4 ^jlfeltfefl&^feSi LTf#fc (iR* 9 6 %) . 

(SB SIS) {t^^ai 1 6 tO^flc 
{t&^ 14 1 . 3 8 g ( 4 . 3 mm o 1) <D :^ "3^ )l 7 ^ - )KOffiaSJR 16m 
1 C 2 N«iE*4m 1 *ijnA6 O-CtCDDjiT. 1 Btm«t L . SfiJJK^SJET 

ia3fiifti^*Ti5tit uf£js. mi^-r^z tiziiOit^^ i e ( i . i 2 g ; nx^ 9 

4%) SrlSfelESttSiai: L-T^fc. 
(^4X6) <t^i^ (111-2) O^fiE 
ft^^ 16 (1. 12g:4. 05 mm o 1 ) (OMTHmit?^'^ V >®JK 12ml 
l:3K?&TTSlzKh'J7;i':i-o;><^'>;^;l':lv>SEl. 0 2ml (6. OSmmol) 
fitViTt: U -:^>980ml (12. 2 mm o 1 ) ^InA. 3 0 iJ-WJtff UZt. gjf» 

iaffi*sja»c±tf . MIC 2^raaE*t ufca. ««i*e£Lfc. sias:»8fx^)u 
f#e>tifca^fiX«js->' u D-7 h 7 >f - ('n=^-9->-p»x5';i.9 : 

1 ) Tfllfi-r-5 C tl; J: Ofl:©*^ (III- 2 ) 1 . 2 3 g (IR^ 7 4 SS) SiSfelS 
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• # 



wo 98704508 



PCT/JP^/02d3S- 



mmm 3 it-^^ (1-5). (i-e). (1-7) <d^ 



^7^B{OH)2 Pd(PPh,)4 
y 2N Na2C03 

F3C 17 DME, EtOH 




1 Xg) <t^iK) (I - 5 ) (D^gg, 

mt&m 1 f2«Eco{t€r*» 1 UTft^^a (iii-in ssimg (1.5 

Ommo 1) , 3-h'J:7;i/:rD>c-f-;i/;}^i:7K370mg (1.95mmo 1) J: 
0 {t&*» (1-5) 634mg (0. 972mmol) ^Sr^fiK Ufe. 6 5 96 . 
(^2XS> ft^ia 1 8C0'&^K 
HffiflSJ 1 (Dit-^m 3 tleHHtC LTft^^I (1-5) 433mg (0. 664m 
m o 1 ) «fc 0 ft'&^Sl 18 (360ing;0, 640mmol) Sr&JGR t /^o 
9 6 %o 

(^3X@) ft^^ ( I - 6 ) (D^WL 
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WO98AM508 PCT/JP97/0263t 

HfiECT 1 (Dit-^^ (1-3) hmm^ZLXit-^^ 18(17 Omg ; 0. 30 
2 m mo I ) ^Kiit-^^ <I-6> 185mg (0. 293mmol) Sr'&fiSU 
ft. ffi* 9 7 %o 
(^4Xe) it't^ ( I - 7 ) <D^0i 

mmm l O^t^tl C I - l ) i:|^«tC LT^L^^ (I-6) ISOmg (0. 
2 3 Smmo I ) <iiO{t^m (1-7) 85mg (0. 17 9mmo 1 ) Sr^fiK 
Vft. 7 5%. 



#3tg*J 4 <H-&fe (111-11) co^^ 




1 Xg) ft^ife 1 9 <D^fi£ 

2 coit-^^ 1 0 izIilStC [.Tit^^ 7(40.03g;163mmol) 
J; 0 ft^«» 19 (24. 04g : 103mmo I) €:^J5)cL/io iR^63%. 
(m 2 XS) ft^tt 2 0 CO^fiJ 

^m^MT. h;UX>10mlir3':7*(5. 94g;23. 3 9 mmo 1 ) , 
tert-y5=';^T^> (5. 0ml. 47. Smmol) ^ifiXSO 
^mtfti¥\^fto Z(Dmm\Z^}%T. ft'&W 19 (5. 46g;23. 4 3mmo 

«7KT5fti^L$£«, ^t^«5 2 0 (8. 30g:23. 16mmol) * 
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3 xe) it^^ 2 1 (O'^jS. 
^mmi (Oit-^l^ 1 tm¥^iZ\^Tit-^^2 0 (S. 70g:2 4. 2 0mmo 
1)^0 ft^?S) 21 (2. 10g:4. 87 mm o 1 ) Sr^fiE iR^ 2 0%. 

(m4XS) <t^«5 (III- 1 1) ©^fiK 

1 (Dit^m ( I - 2 ) <!:[^«I{C LT<t^tl 21 (3. 20g;7. 42 
mm o 1 > J: Oft^ia (III-ll) 2. 61g (4. 44 mm o 1 ) <£^Bj Ufc. 
iS.m 6 0%. 

^]!i£e'J4 ^b^l^ (1-9) (P&bR 




1 Xfi) <t^^ 2 2 O^fiR 
ftS% (I-l) 1. 53g (3. 63 mm o 1 ) S:^#0tJ 1 t.miSfHZ >■ *J 
ibSfTV*, ffl*Bfc'ft*;^^'/-^l'*0)ISa^frsCi:tlJ:0<t^«)2 2 (2. 6 
2 g : IK* 9 5 %) ^m&0)m&tLTmtz. 
(^2X8) <t^«l 2 3 O^fiR 

<t^4*J 22 (2. 38g:3. 1 mm o 1) roTi:h>90ml WSJK t . h 
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U ;^^;i^7^ >-N-:^4^v Hn7K?0'ftl4 1 5 mg (3. 74mmol) . 5% 
pgK-ft^t ^ A*Sa? 1 . 60ml (0. 3mmoI) ^JP^^SJCTl^BB 
aj^Lfeo Si^;S£5r7k2 Om 1 €:SOA, ^ tiTKK7K*:^ h U r> A 4 . Og, ffi 
BSK7kai:*-hU'::>A4. 0 g ^»n^ 3 0 b ;to SJEBffi^«ffiTtc««[ 

iiie<7)J:^fzLTff 6nfc«jS2. 4 6 g co X ^ y - ;U 9 0 m 1 CO® JK , ^ 
iaat}*T. )&B'ymi&^ hU»>A1. 9 6g(9. lemmol) c^)* 3 3 m l 

(omf&'S: 4 o^mizTmmLfz. zmmtiLifLftm. sij^kjctk 1 0 0 m 1 

JiTol]D;t. tFTffiL;t«:S«l*tP«tL. ftfiir^Ci:tC<t 0Yt:^^2 3 (1. 9 
8 g : »R^8 7 %) *t»*i:UTf#fco 

(msjim) <t^^ (1-9) (o^fiK 

^^tn -ro tfJl' h »J :7xX>il/7}.X;}tn»;7A 1 4 6ing (0. 38inmoI) 
<r>9ti&r- h y t: \^ ay ^ > 2 . 5 m I co!Bflp« tc. S*5?fflaT. OX:\ZT:h^J 
'>A-t-yh4^>'K32mg (0. 2 9Tnmo I ) ^JJPA. (^flSlCT 1 Bfffl 
JKS?«$r- 7 srtC^&^L, m^i* 23 (70mg;0. 095mm 
o 1 ) co»«7^K^ t Kn:7^> 1 . 5m I ^ffi^JtlDA. f^SfiiCTS O^m. 

±Kc7>cfc 5 (C LXm^ntzmm: 7 O m g $:llJ!fe0iJ 2 2 XS 1 1^^ JCfltt U 
4:1) T»» -ft^%l (1-9) 37mg (iK^93%) $ Si j| feigS <b L T 
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mmm s it-^m ( i - 5 e s > co^gg 




1) (0H)2B^^ 




Msl 



2) BU4NF, THF 



NHBoc 



OMe 



OMe 




DME, EtOAc 



Ms( 



iBn 



im 1 XS) ft'&tt ( 1 - 5 6 3 ) (D^lSL 

1 K«Olt^«!l 1 LXft&iKl (III- 27) SOOmg (1. 59 

mm o I ) , ft&^l 2 (1. 25g;3. 50 mm o 1 ) ct 0 ft'&iKi (1-56 
3 ) 8 5 0 mg (iR^86%) ^ MfeJS a t U T o 

(S2Xg) ft^«5 ( 1 - 5 6 5 ) CO&fiS 
It-^^* (1-563) 120mg (0. 19 3mmo I) Ol. 2-v;<h + x 
X5^>3ml, fitKx^;U 1 m I 4 0 t: ICT 4 NifiK* 2 . 4 m 1 ftl ^ 

mfSLSL\zx 2nm2 05^«ffLfco fiaftiKK*?^-^ h u a* 

X^^JPcfcOiBS^fr^CiitCctOft^^f (1-565) 93mg (iR^ 9 2%) 
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^mms it^^ ail- 2 7) cp^m. 




ni-27 



(|g 1 XS) ft^tl 2 4 CD^^K 

it-^m (III - 24) 415mg (1. OOmmoI) ^t-:/5^y— ;U17. 
5ml, 2-;<^;U-2 -y-r>5.3m 1 CD jg^ffi tw!S» t^TffiiSSlSE 
:^ h U »5r A 7 2 4 m g (8. OOmmol) i U >K — h 'J »^ A " tKID^K) 
968ing (6. 20mmol) cDtK^jBI 6 . 7ml Sr^StCTiffl X. , |H|SStw 

X 4mm3 o^tft^Lfzo R^^m\z iu'^:tmtst'r h *j OAmm^mx. ipkx 

«»rs C ch J: OYt^^l 24 (384mg;iK^89%) i: 

(^2XS) ft^^ (III- 2 7) <©^i5K 

ft^^ 24 (1. 50g:3. 48 mm o \ ) (D t- / 1 0 m 

1 tC, ^St'T hUX^;UT=>0. 533ml (3. 83mmol>,:;^;V>T 
':/:7xx;^'J >»7S? F 0 . 8 2 5 ml (3. 83ml) SrllDX. lOOriCT 

^y;i.^7PVh>f^:7-<- > -WKX^JL- 2 . 5 : 1) llTjSSfL. it 

^ft (III- 2 7 ) 1 . 4 3 g mm 82%) ^m&i&if^mntLTmrz. 
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mmm 6 fn^w ( i - 4 s o ) <r>^^ 





(CH3)2C=CHCHO 
NaBH4 

H2 ^ Ms* 

THF, MeOH 



it-^^ (1-479) <DBoc &^tSLU9iLtzit^m 120mg (0. 287 
mmol) cD5^h5t:Kn:7^>2mI, — ;U0. 5ml O^JStc. 

3 2 -y7^:^-;^3 3ml(0. 34mmol) t 3 ^: JHB5K*S» 9 
0 ml (0. 2 6mmo I ) ^Ot:T»D^. 1 0 ^j^ WMJ* U . $ ^ II . 7K*{h{5 
■55R:t-hU»^Al 9. 6 m g * ft [h] tc » ttJP ;^ , ^ffllCT 1 B^fflltit Ufco JSiiS 

+ 1i->-»ISx^;i. 3 : 1) ICT«KU. {t^tt ( 1 - 4 8 0) ^MfeiBSaiL 
T98mg («¥71%)f#fco 



( 1 - 6 2 8 ) <7)^fiK 



1) MSHN— Br 




Pd(PPh3)4 26 
2M Na^03 
DME, EtOH 

2)Bu4NF,THF 



MsH 




-OBn 



ni-44 



1^8 



nmm 1 E«<D{t^» 1 co&fiKODa^ii^mtiYt^^j (in- 44) 1 . 2 g ( 2 

mmol) ch4->^n^>CiSr>x;k:7;i- -;i/Tr:U H 5 5 1 mg (2. 2mmo 
1) *SJCbU. ttV^T. IIJ6« 1 <^»2Xgdil^»(Cift>''j;Kt£fT-pfc. 

6 2 8 ) 7 6 0 mg (iR*73%) SrS^JieSS t t T^fc, 
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#3^W6 (III-4 4) 




IU-44 

(m 1 ig) it-^m 2 5 <D^m 

1 lEttOft^i^ 5 tPlfilJ:: LTYt^!^2 1 2 2. 2g (5 2. 7mmo 
1 ) , -f 5 y*/ — ;U8 . 9 5 g (13 2 mm o 1 ) . t- ^ )l' }^ ^ )l •> U JUi^' 
n"J H 1 7. 5 g (11 6mmo 1 ) ^ *) '<% tiftm^Bi^^: > ^) iJ Y 
b-y^^-f- (WKxf^JP : '\=<^-y-> = I : 20) TfllSaUXtSi, ifB^X^;^-'^ 
:^^-9->J:'!3iBS{frsci:JCJ: 0, it-^mZS 2 9. 7 g (iK^8 5%) 

(S2IS) {t^iBj (III- 4 4) ©fi^fiJt 

lCiEeo{t^ife2G>^«CD«&<i:l^«lC<t^«)2 5 4 0 2. 7 g (6 1 
0 mm ol)i:l. 08N s- y^^PU ^-^A - v a '\ -y- > ® ?K 6 7 8ml 

(814 mmo l)&r/, *'^S^h'J-^y7'ot:;^ 282ml (1. 22mol> 
*J®;*:S;£>SltSCli:lCJ:0{b^«J (III- 4 4) 2 4 6 g (IR^S 5%) «r«| 

jgSBgH 8 fb^ft ( 1 - 2 3 3 ) g>^t£ 
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I) 2(HO)B' 




OTBS 



IBn 




Pd(PPhj)4 
2M NajCOj 
DME, EtOH 





CH3S-\>-\_^— ^^-OBn 



2) CH^S-\J 



'B(0H)2 



20 



27 OH 



Pd(PPh5)4 
2M Na2C03 
DME. EtOH 



T)i^::f>m,mT. itttmz 0 2. 8 7 g (8. Ommo I ) N^^v-x 
^^>32m I iX^/-;U8m I tCffif« L . t^T^t^ !» 2 3 . 0 1 g ( 8 . 
4 mmo 1) t2M]KK:^-hU ^ K^mm 1 6 m 1 3tJP A . SJC SS flftM L- . 
COS»l->''^^>^C7A-7^h^^X h U :7a::::i;i^*X:7-< >4 6 2 mg (0. 4m 

mo 1) ^m?Ltimi. 2RfMtti«ijiiffiL/^. Ktc^m^-^mzy^mk. 4->t^;i/ 

^:t:7x-;P5}?D>Sg2. 02g (12. Ommo!) . n'y h.'r h "7 ^ ^ 
hU:7xx;^;^:::^'7>r>462mg (O. 4mmol) . 2Mfi^K'*-hU'>A7K 
»JSl6ml, h + ->X5^ > 3 2 m 1 . X ^ / — ;U 8 m I »D A . Sit^jSSr 

SSIftaUfc*, 1 6BSP«1JJD#ftasi£L/c:o SJCffi ^^iS (c?^SJfi . 5%^x>S! 
tK 1 0 0 m 1 ^Jtra;^, fs] MS t3 T 1 Btlfflie** L /i . KJCSffiir BtKx^;u^ Jn A . 
#ttlB*J(S:;^c 5 %i57X>K7K> tK. fialPKK7K5S:^■ H »J A*»a?. ffilnftifiTK 

»ffiX^;U3 : 1) tZTfiJSU, SilSS2 . 1 3 g«:f#fc. ft iE. tl ft US S * ^ 
+ 1t>-P»i^;UJ: OflSSf -SCttC,!: *9 1 . 6 6g (iR^44%) Oft^ 
«l ( 1 - 2 3 3) Sr^felSai: bT^fc, 

ll»6g»J9 •ig-(^ffe(Dfb^ife (I) <^'&fiE 
etT. ra«lcUTK*Tc^<t^iS) (I) ^^fSLLtz. WTfcft^^Kj (III) 
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in-67 

UI-68 
in-69 

in-70 

ni-71 
in-72 
in.73 
ni.74 
ni-75 

in-76 
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77 




MeO OMs OMs 
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M14 H 





PMe 



^^J^^ 1-116 HC 



MeO 


OH OH 
OMo 






MeO 


OH 


OH 


-^>- 






MeO 


OH 


OH 



1-117 HI 



H18 HI 



1-119 HI 



1-120 HI 



1-121 HI 



1-122 MsO 



1-123 Mso 
OMe 



1-124 HI 



MeO OMs OMs 

1-112 ^fcK>-^-O-0^^'^^ 

MeO OMs OMs 



1-113 MsO 



1-125 




OMe 



COsMe OMs 




Med OhAs OMs 
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1-126 H 



1-127 



1-128 MsO- 



1-129 



1-130 Ms. 




CCbH OH 
PMe CHO h 




MeO OH OH 
1-142 ^ /=?"%rv ^^'^W^^** 
HO- 



OMo ^CH 



1-132 



1-133 



1-134 



1-135 



-136 



1-137 



M38 




OMe 




COzMd 



1-148 



1-149 



OMs 
Me 



MeO OH OH 
OMe 

,^ ^NOH 
MeO OH 




MeO OH V 
MeO OMs CH2OH 



CO2H 
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1-201 



1-203 



1-204 




1-211 H( ^ 

MeOOH OH 
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1-228 Msl 




MeO 0^4s C>M8 

«42 'N-f^-Q-(^0 

MeO OMs OMs 
OMe 



MeO CH2OH CH2OH 

1-244 MsO-Q^-rf^O-o'^^ 
MeO CH2OH CH20H 




MeO OMs COsMe 

PMe J- 




1-247 MsO-^^^^^-^^^^-^^y■ 

MeO OMs COzMe 



1-248 Msi 



Meu OMS cpzMe \ 




1-250 



MeO OMs OMs 
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1-263 MsO-^__^— y 
MeO 




MeO OMs OMs 
MeO OH F 



rVcrO- 



1-257 HO 



1-258 MsO 



^259 MsO 



1*260 Hi 



1-261 HI 



1-262 
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1-301 



OH 



pMe 



OH OH 
PMe NNHCONH2 

1-302 HO-^^J-^>-^Q^0 

MeO OH OH 

OMe NNHCOjEt 

HO-O-ri-^Q-O^ 



1-304 MSG 



1-305 Mi 



1-306 MsC 



1-307 



1-308 



i-309 H< 



1-310 H< 



i-311 



1-312 HI 




MeO 


QMS 


OMs 






MeO 


OMs 


OMs 








MeO 


OMs 


OMs 



MeO OMs OMs v 



1-313 



1-314 



1-315 



1-316 HI 



1-317 



1-318 



1-319 




Med CO2H OH 

PMa J- 



1-320 



1-321 




MaO COpMeoMs 

jDMe JCHO^r=\ 

1-322 MsO-^^-^^— ^>-o'^"^-^ 




1-325 



MeO OMs OMs 

PMe CH20H«=v 

MeO OH OH 

OMe C02Hy==v 

MeO OMs OMs 
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— J^^.. MeO OMs 



1-326 HO 



1-327 



1-328 



MeO OH OH 

02N JDMe_^N02 ^ 

-O 



1-329 



t-330 Ms< 



1-331 



1-332 HO 



1-333 



1-334 



1-335 H 



1-336 HI 



1-337 HI 



1-338 




M8U ^wzn %jri / 

OMe /=\ 
MaO C02JrbH \ 

MeO' OMs OMs 



MeO 



OMs 
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1-351 MeS-O-C^^O^'^^ 
MeO OMs OMs 

1-352 "'W'^ ^W. 



1-353 H 



1-356 



t-357 



1-358 



1-359 



1-360 



1-361 



1-362 



1-363 




OMOM 



MeO PMa F 



OMOM 



i-354 MsOhQ^^^-^^- 

MeO PMe F 
1-355 0?N^Q-^-Q-0 




MeO CHO OH 
OMe 



MeO ChiO OMs 
pMe 



MeO OMs OH 




MsHN MeO OMs OMs 



1-364 
1-365 

1-366 yj 

MsHN Med 



1-3671 




1-368 MsO- 



1-369 



MeO CHO OMe 



1-370 



1-371 



-372 



^ 1-373 



=\ 1-374 



1-375 



CH^OHOMe 
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1-376 



MoO OH F 
pMe 



1-377 MsOi 



1-378 



1-379 



1-380 



CX>2Me F 

/=\ 

MeO COzH F \ 
PMe / 





MsHN MeO <^ ^OH 
OMe QMe 



1-392 




1-383 



1-384 



1-385 



MeO CO2H F 





I-386M80 




r-397 MsO-^^^--^_^— 

MeO OMs OMs 

1-398 MsO-<x )-\J-^yo^H^ 

Meo'^OHte^OMs V^) 



1-399 



MOO MSI 




92 



wo 98/04508 



PCT/JP97/02635- 



1-402 



1-401 ^^0--%^J-i^^ - p. 

MeO ^.OWs OMs 

^_Q_o'""W-^ M14 w 
Meo' OMs OMs 

1-403 MSOO-^^^Q-O'"^^ 
OM3 OMs 
OMe 

1-404 




M15 HI 
M16 
1-417 
1-418 Ms 
1-419 H 
1-420 




rtUA Kiu^ _ 



M07 M80-^^W_^ 

MeO OMs "bMs 

MeO„„^OMs OMs 



1-408 



1-409 H 





1-410 

MeO' ^ "bH 

•^11 Ho-Q-O-Q^ 

Meo'^QH, OH. 



1-412 H( 




1-423 



1-424 



1-425 



Med OMs 

MeO OMs CPs 

OMs CF3 

MeO OMs CPs 
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1-426 



1-427 



1-428 



1-429 



M30 



1-431 



1-432 



1-433 



1-434 



1-435 



1-436 



1-437 



1-438 




t-439 F 



1-440 CHjS-^ 




MeO OH CF, 



1-441 



MeO OH CFj 
OMe 



MaO OH OH 
O _ 

° uJoH ^OH 
EtO OH OH 
Etc ^ OMs QMS 

c=Vo^ 




MeO OMs 

=W=rrvr-Q- M49 ACO-O 




1-450 HI 
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1-464 MsO 



F MeO OMs y 




-Z'^- _/=< 

1-468 ^0-Cy~-C_^^^ 

F MeO OMe OH 
1-469 MsO-^^— ^^--^^O' 

OMs 



1-470 M 



1-471 




fO- 



MeO 



MeO OMs 

H2N OMe NH2^^=v 
1^9 Ms0-V>0^^^'"^^ 



MeO Q^-- OMs , , 
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1-476 



1-477 H2N-C-I 
O 



1-478 




M90 ^^o^-O-^IIq^K} 

OMs 



M91 HOzC-^ 




M»0 OMe 



1-485 





MeO 




1-500 V^^"^ 

MaOsb OMe OMs OH 
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OMe 



1-514 



1-51 S 



1-503 



1-504 MsO-^ 



1-505 



1-506 



MeO CH2OH OMe \ 
MeO QMo^ 



1-507 




1-508 M^-^y^^^^-c^^ 




MeO CH^OH OH 
OMe 




1-510 



1-51 



MoO CH2OH OMe ^ 

1 Ms0-0-H^!^d^"0- 1-523 MsO-Q-0^^^ 
CwIIe CH2OH OMe ^ .Me 



1-519 ^ , , ^ 

OMs 

1-520 MsO-^_^— >-0 N-^ 
MeO OMs OMs 
jDMe jCO^H 

MeO OH OH 

Me pOzH /t=\ 

1-522 HO-^ 

MeO OH OH 



-o 
'0M3 




1-524 MsO-\ 



1-525 



.Me y 



OH 
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F MeO OMe CO2H y--^ 
MeO NH2 OH 



1-566 H ^ 

MeO NH2 OH 
IMe 

1-567 MsO-<^--^^--^__^0' 
F MeO OMe \;OjH 

MeO NHBoc OMs 
OMe_ 

1-539 

MeO NH2 OMs 

1-570 MsOHQ^^I^Q-d^ 

MeO NHCOCFj 
Me02C OMe /=\ 

MeO OMs 

1-572 HO-hQ^hQh.-^Vo'^^^^^ 
MeO OMs 
HOzC 



MeO OMs 



MeO 
MeOzC .OMo 



1-574 HO 




i-563 Msl 



F MeO OMe CO2H y— v 



MeO NHBoc OH 



1-575 HO 



HOaC .OMe 



MeO 
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pMe 



1-626 



1-627 N 





1-642 Me-^^^^-^^>^^_^0 
H2N MeO OMft OMs 




— /"\-,SrNH Med OMs 'OMs 

-/V.SL-NH Meo'b OH 

^^^^ /=/''^/=v 
1-646 M8-C_^— O 

MsN MeO OMs OMs 

Me pMe /=\ 

MsN MeO OH OH 



1-648 

V /-N MeO OH OH 
Ms 




102 




103 




MeO COzH 
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1-701 



1-702 



1-703 



1-704 




Me OH / ^ _ji 

=W-r>V^--^ 1-716 MsOHQ-^^qKO-^ 




SMe 



MeO OMs OMs 



MeO OMs OMs 

AcHN 



1-705 



MeO ) OH 
OMOM 





MeO OH OH 



NHBoc 



MeO OMs OMs 



1-710 




NHz 



NHAc 



1-712 HO-{]}-Q-(>-0^ 
MeOOH OH 

Meo'cJH OH 



1-724 MsO 



NHMs 
MeO OMs OMs 
MeO OMs OMs 
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\ 



1-727 MsO 



MeOOMs OMs HH-^ 



1-738 



-=< NH2 



MqO OMs OMs 
pMe 

•-728 ^0-(^J-<^_^-<^6 

MeO OH OH NhMs 




» OH OH NhAHs /=v /=v 




Me MeO OH OH 
OMe 




Me MeO OMs OMs 
fAehfieO OMs OMs 




1-742 H 



1-743 HO 



-744 HO--y^^r-y^^--Y^ 

Me"*^ MeO OH OH 
MsO^^ OMe 

1-745 MsO-^^_^--^_^— 

OMs . 
MsOOMe /=\ 
1-746 MsO-^7^ — 

Me /=\ 



Me" OH 



^748 MsO-^>-0-Q-C 



MsQ pMe /= 
MeO' OMe ^OMs ^ 
MeO OMs OMOM 



1-750 




MeO OH OMOM 
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1-776 



1-777 





OMe 
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S3 2 9 





ConA 
(ng/ml) 


LPS 

ICso 
(ng/ml) 


EL-4 

ic« 

(ng/Dt) 


1-907 


23. 4 


44. 5 


82. 7 


1-908 


0.45 


0. 86 


3. 50 


1-909 


<20 


<20 


20 


1-931 


2. 93 


5. 76 


4. 37 


1-934 


16. 1 


22. 2 


52. 7 


1-943 


2. 97 


4. 89 


46. 8 


1-962 


12, 1 


16. 3 


20. 4 


1-970 


<20 


<20 


50. 3 


1-976 


17. 7 


34. 2 


330 


1-981 


14. 9 


27. 1 


>IO0 


i-982 


2. 0 


3. 75 


55. 3 


1-988 


0. 2 


0. 31 


1. 23 


1-993 


5. 10 


7. 54 


13. 8 


1-995 


20. 9 


25. 2 


49. 2 


1-1006 


8. 66 


12. 3 


33. 0 


1-1007 


8. 05 


10. 4 


13. 1 


1-1017 


9. 74 


16. 7 


72. 9 


I-I031 


<20 


21. 2 


41. 7 


1-1040 


1. 80 


5. 31 


1. 85 


1-1043 


2. 19 


3. 27 


9. 70 


1-1058 


21. 2 


30. 2 


48. 8 


[-1066 


3. 91 


4. 87 


20. 6 


1-1095 


6. 90 


9. 57 


34. 2 


1-1103 


4. 7 


6. 9 


31. 4 


1-1107 


5. 8 


9. 1 


34. 1 


1-1115 


<20 


<20 


<20 


f-1121 


3. 12 


9, 0 


18. 6 


1-1123 


0. 80 


2. 00 


3. 9 


1-1124 


94 


272 


>10000 


1-1126 


79 


234 


>10000 


1-1127 


44 


111 


412 


1-1128 


5. 00 


It. 4 


26. 0 


1-1135 


1. 00 


2. 70 


1 1. 7 


I-l 160 


10. 6 


14. 1 


97. 4 
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I-116I 


2. 4 


4. 2 


33. 2 


1-1162 


0. 65 


1. 95 


30. 9 


I-I167 


0. 08 


0. 23 


8. 1 


1-1168 


0. 26 


0. 54 


12. 5 


1-1171 


0. 63 


0. 64 


27. 5 


1-1172 


13. 1 


19. 4 


>100 


1-1173 


16. 4 


31. 1 


>100 


[-1177 


12. 2 


20. 8 


47. 2 


1-1191 


0. 16 


0. 66 


22. 8 


1-1193 


1. 46 


5. 3 


50 


1-1203 


14. 1 


>100 


43. 5 


I-12I2 


12. 87 


24. 2 


85. 0 


I-12I7 


<20 


<20 


<20 


I-I227 


197 


423 


>10000 


1-1229 


5. 95 


8. 05 


20, 4 


1-1230 


12. 0 


15. 3 


5. 22 


1-1232 


3. 77 


4. 93 


15. 1 


1-1240 


2. 50 


3. 34 


11. 8 


1-1248 


25. 9 


36. 8 


118 


1-1250 


0. 68 


1. 35 


2. 90 


1-1251 


6. 30 


10. 7 


27. 8 


1-1263 


<20 


<20 


29. 8 


1-1271 


0. 10 


0. 32 


I. 66 


1-1274 


0. 33 


1. 38 


1. 44 


1-1276 


<20 


31. 3 


105 


1-1277 


<20 


<20 


<20 


1-1278 


<20 


<20 


41. 7 


1-1284 


<20 


<20 


<20 


1-1286 


<20 


<20 


<20 


1-1289 


<20 


<20 


<20 


1-1290 


<20 


<20 


27. 3 


1-1295 


<20 


<20 


<20 


1-1296 


<20 


<20 


39. 7 



WO98AMS08 PCT/JP97/0263&. 

H»giJ3 4^r yp-T^U > <B GG) t:jtj-rstiitfg^gl'M%>* 

T^&»iU. aS;S:S4^STftlSEBi*6ga J: 0 SB . SP (po) S#LZl. «^ 
ifttT, 5 ^i--;!'^: VOX(*!:M<0 2 0 0^^© 1 »i&»4-L/c:. 2 1H8^i: 
^V^X J; O^ltl U. lfiim4^^«tL.fc. JllfllfOB GG4$a9q I gEtt. BGG 
i:ZJ- h Lft^V-- K*ftl«LT-!*-> H'T •> E L I S Aft t J; 0 SSS L fc. * 

■rifilfB»#»?<g^.t I g EflPSI^^fiLtb Lfc. IS««S 3 3 0 IC^T. 

% 3 3 0 





t9:^& 
(mg/kg) 


I sEmmm (%) 


1-525 


100 


>95 


1-915 


100 


>99 


1-892 


5 


>99 


1-963 


50 


>99 


I-I031 


100 


>99 


I-I093 


100 


>99 



&imm4 etgPB7;^y5> (ova) tcj^-rs i b EMflgM^jgwaam 
1) n«9 

B*XXx;Px- <tr)»lAU^BALB/c V-i/X (If. 8~1 OiS'^) 

i5J;t^W i s tar^7-yK (if. 8-1 0 84^) SffifflLfe. 

B AL B/ c ■7'?Xl::PPa7';i/:/5 > (OVA) 2 ^ g iTKBS^bT^PS = 
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(2mg) «^31ft«7KtC»iB*ii:;t»«0 . 2 m 1 SrMKl^lCjiW LTltaE 

T- 4 0 t:T«#Lfc. 

3) fb&«3 

Sy»J:t-;P8 1 2ft'ttrtST2 OfS^SRLfcSJfi^V^X-E^fcO 0. 1ml 

iiL-XIPD-llSl-TCJpn. Pharmacol. (1993) 61^ 
3 1-3 9iB«0{t^^») :fe J;0^fl:&«)N o . 36(J.Med.Chem. (1 
997)40:395-407 HIS«C0{t^«l3 6) ^ Isl tS (I L fco 

4) tfiOVA I gEtaftffi (PCA:^ffi) (^)Sj£ 

K) LftW i s t a T y h <^1*SBSF»9 5 0^/1 "rottStLfc. 2 4^^ 
SfelCOVAlmg <hXA>X >^;U-fe3!i 5mg * & t;*aft*7lcS» 0 . 5 m 1 
$r»aRl*9Cffi«LTS«J&«7-^:7^ ^:^f>-5R:. (PCA) ^SSUfco 

^«r«5£ -?-C^^&lW{g^<D L og2^PCA:^ffi<bL;to 0iJ^l^^'6ifam;5^ 2 ^ 
<&*&»i^T P C Afx,^^mithfJ,tX{i'^(D'^0 7.(DtfiOV A I g Efiiit^ffi^ 7 h 
Lft. i^*Sr^ 3 3 1 
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a 3 3 1 





MM 

(mff/kR) 


PCA Titer 


1-484 


40 


<0 


I. O V *7 


40 


2. 4** 


I Oi/ 1 


40 


1. 8** 




ifl 

tu 


<0 


1 OUO 


in 


b> W ▼ * 


1 -SUB 




^ i* * 


I -Q 1 ^ 




<0 




in 


1 * * 


I . Q9 fi 
I - 3£ o 


in 


^n 




in 


7 fi* * 
£ , 0 • ♦ 


1 Q C 7 


^n 




1 a c o 


j4 n 
4U 


/n 


1-963 


;t ft 


1 ft * ft 


1 0 0 Q 




n ft* * 

u. o* * 


1 - 1 Uo 1 


in 


i i* * 


1-1043 


40 


4. 8** 


1-1066 


40 


<0 


1-1072 


40 


0. 8** 


1-1095 


40 


<0 


1-1123 


40 


2. 4** 


1-1135 


40 


4. 8** 


I-M67 


40 


4. 4** 


1-1171 


40 


<0 


I-I 177 


40 


3, 6** 


1-1229 


40 


<0 


1-1232 


40 


I. 8»* 


1-1242 


40 


2. 8** 


1-1258 


40 


1. 2** 


1-1271 


40 


<o 


IPD-1151-T 


50 


9.8 


No. 36 


10 


10. 4 



* — P <0. 05, * * — P <0. 01 vs vehicle 
ft^«9#a#S<0 PCA Titer 9 - 1 2'V&r:>ti. 

IPD-1151-T- • HsC-Z^V-SOj- OiiQ^H2CH^M:HN~^^\ 
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No. 36-- 




1 . Il»:*rffi 
1 ) h h*«ifli 

t: h5S«JftL«Jifi)cA^tt«flf XO^ffitct 0 'N/^ U > mWkSll. 5%) OX-olt 

2) tSift 

R P M I igift (0*fiSS) tc 5 6 t:T 3 0 ^d^ffl^ftlt L (F e t a 
1 Bovine Serum ^HyClone Lab.>10%, '^n^- 
U>(100 units /m 1 ) i^^lfTs h I- ^ h > (100/ig/m 

1) (GIBCO) ^WiUaLTmrnLft. 

3) it^^ 

#*»^fC»S{t&4*» ( 1 -8 3 9) (i>?^^;i.x;U7}^4^if-fH (:h^^-f"7^X 
^) H 2 M g/m 1 J: ^ ^ c^f* tg 1 Tfi«*«a[ 0 . 0 

lpg/ml-10iig/inli:L;to *r,^<i:LT, No. 3 6 

4) t h U >/X^ 

t h*4gifti*F icol 1-Hypaqu eU^mm (:^B*:K|g Mo 
no-poly resolving medium) c^Aofc^jx — ^ J* ^ft 

t;i^<fc5tra«L. 3ooxg. i sr. 3 o if ma^c^i^jit^ ff i^. 'j>/xa^ 

«fefciHaBaSieffi«r«KL.fcH a n k s • m (H;kMSI) TS^^iJfef^ 
Sfr^fc*, «cS3jSa**flDA 3 O&^lw 2fS»«coH a n k s ^ ffi *^»»nx. 
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2 X 1 0 s c e I 1 s (CTS^ct ^ ICffiSL, ft^^Kl43 ct ^ta t h CD 4 Ofeifle (P 
harmingen, 2jug/ml) . thUn>t::^>h<>^ — n-f4^>- 
4 (IL-4) (Genzyme. 0. iMg/ml) , thUr3>fcf:^>h'f 
— n^i^r>-10 (IL-10) (Genzyme, 0. 2Mg/ml)*: 
iSJn UT 3 7 5 % C O 2??aTTlg« Lfc ( 0 . 2ml /w ell). 10 

6 ) I g EStfrc^Sfi 

I g E<7>5E«fiiUaR0 4^'v hMESACUP IgE5^X h (K^^^^W ?ERlf ) 
efiSfflLfco Sg»c^:^ffifi5J 0»l>afiW»fcfil£i/^, mflk\t triplicate 

7 ) I g G, I g M$i*<03e« 

ai3etiELISAffi[CcfcOfT-:)Ac. 967X:/U-h (Nunc) \Z 1 u g/m 1 
CDF (ab' ) jGoat Ant 5-human IgG + A + M (H + L) 
(ZYMED Laboratories) S:50m1 ^ML. AXlX-mzj- 
>^\.ft. S0O. 05%Tween/PBS (PBST) «?gT 2 [Hl«ct^ 
Lfcao. 5 %-tr55^>/P B S 1 0 0 /i 1 JOA, ^ST2B?ra:/n -/4^> 
ybfc. P B S TT3 [HliSt#^, P B ST^&»?Lfc1^->y;U*^liti«/r<7)iBaf 
(DHuman Plasma IgGWJpffiS/iiilg MSipSS ( B i o P u r 
AG, Switzerland) 100al«r*lASS. 1 B# HS^B $ -t^-fe. P 

B s TTSdiatit Lfc», ^;i/:i-^>'5^-if«a*nfcBit h i gGfit<ic$»su 

Utt t h I g Mtt(*^ (Southern Biotechnology, Bi r 
minham) SPBSTl/200 0«»iL.;t»« 1 0 0 1 $:^SaU. ^ffl 
T 1 SSraSiSS-tt/tc P B S TT 4 [Hliftj*^, SH o-pheny i ened i 
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amine DihydrochloridelOOMl«:fiP^T5Sfe;ilt30 
(4 9 2 nm) L. SitS*^ 1 g Gi3j:y: I gM«« 

2. |g« 

e^«rm 1 E^J;t/^2B|{C*-r. 2(i:«?9 lC«i»{t^^ ( 1 - 8 3 9 ) 1 g 
2 0 0 0 (BE* ±. I g Mco-tnj: 0 *> 3 0 0 0 0 m&.±^^^ :i t:f)^^ iE>i}'^ iifi.-o 

£332 





ICso (nR/ml) 


I g E 


I g G 


I g M 


1-839 


<0.00001 


0.027 


0.37 


1-892 


<0.00001 


<0.00001 


>1 


1-121 


<0.0001 


<G.0001 


>1 


1-988 


<0.00001 


<0.00001 


>1 


1-893 


<0.00001 


<0.0001 


>1 



1 . nik:^m 
1) 

BALB/c (nu/nu) ^ »^ X l± H * x;^ v' - {i»W) J:OBIXL. 
2) 

RPM I (B*«lil) t::. 5 6*0 T 3 0 ^W^flBft b fc4=teiSJ4l« (F e t 

al Bovine Serum, HyClone Lab. )109S.'<x-> 
U> (100 un i ts/ml) *3<tu:xhl^:/hv-f'>> (100/ig/m 
I) (GIBCO) «r«BlWLTfl£ffl Lfc. 
3) ^t^«& 
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oizmML. ^omSitfeT^«FiLT«*5«K 0 . 1 p g /m I - 1 0 u g /m I 

4) -T'J^XMKU >/^S« 

v5X(^»M*fflaiL, Hanks* SS S An;t tS« -> A- - U H ^ . WW*}? 

$ilL/ho m«6/::ilffl8a»jffiffiSrfi£»L'fcH a n k s • ffi (H7K8Slg> Ta'DSt^* 
*fTo/S:t^> KS^StK^JipA 3 0|J>^»C 2<SiBiffiOH a n k s • m^^MmA. 

5) B^SBSfHaJC I g EJt*M^O»» 

9 6 '?x;u«it:^i/- h h) i -i^x o v^zxWRU > 

/1i*«r 2X10^06 I 1 stc;5:Scfc'5 JCfllS ft^tt^ J: t^^U ^t^^ffi (D I 
FCO Lab. . 2Aig/ml) . V^XU=i>b':^>h-f>^ — n'f^>- 
4 (IL-4) (Genzyme, SOng/ml) ^^JtJflUT 3 7 . 5 %C 

0 zSFffiTTtS* (0. 2ml/well). 10 Sffligil^, 
^$n^6t»:8S!f?SW^cE L I S Affitz J: 05£B 

6 ) I g E ta^co^fi 

1 g EC0 3EaiimiK^^V':7 7. I gE E l A=^v h (-V^-tfS*) 

oaVilttWSJCtJtti. l?K(it r i p 1 i c a t eTfrV^. ^PJ^ 

7) IgGl, IgG2a> I gMJrE(*^05e» 

967tyu--h^&10Mg/mlC0Goat Ant i - Mouse Ig 
(IgM + G + A, H+L) (Southern Biotechnology, 
Birmingham) «r50Ml »SP L , 4 t: -e-«fc 3 - -7^ >r >4/UZ::o SB 
PBS T»«^T 2 [pljfeif Lfc» 0. 5%i?^^>/PBSTS:100^zIflDA. 
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2f^m'fa y^>^Vft. P B S TT 3 (Hl}5fe?^g&, PBST*fiLt«« 
±mi^J;iZfm^(Dm&<DiK»mmi& (Mouse IgGl standard. 
Mouse IgG2a standard, Mouse IgM stand 

ard^BETHYL Laboratories) ^100^1 jSSO 1 n 
raSiCS-ltfco PBSTT3©ft?^bfeS&, T Ji^ij ^) y 7t 7.y r ^-iiS^mtEti 
fc{rEV»?;^ IgGl, IgG2a^fcliIg Mtn» (Southern Bio 

technology. Birmingham) (D^^m^ 1 0 0 a 1 ffiSD 
fi-T 1 BfWSJC^it^a P B S T-C4 lHlift»gfe, SHp-Nitropheny 

I Phosphate, Disodi u m*An 3 Oii^S&tCSN-NaOH^ 
SSfiP LSjC:^f?±Lfeo yu-h^V<i7Pyi^- h U-^^-TSHS ( 4 0 5 n 

til 0%FCS/PBS^ffltri;t. 

2. e« 

©«$rS 3 0(C^r. ig<fc 0 , ( I - 9 6 7 ) I g G 1 , IgG2a, Ig 
Mtn^\Zl^LT\ttl 0 0 0 n g/m 1 &.±X L tt^Wmf^m^ir^tS tn^^^t)^. I gE 
fii«^iS*fC*tLT«0. 0 1 &L±X-iSket&Wm\ZWmT ^ :i t^^t>i!)^ ^ . S3 3 
3 iCft^MT'cC^tS'iKlcD I g E, IgM. IgGl, I g G 2 aS^fflirf^ffl** 

« 3 3 3 





I C 50 (n g/m 1 ) 


I«E 


IgGl 


lgG2a 


IgM 


I -73 


0. 044 


2600 


4900 


4200 


I -963 


0. 00026 


510 


3600 


3500 


I -967 


0. I 


3500 


3600 


>10000 



I . nik:f5m 
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1 ) Bb«l 



B*x;;^x;U->- (.mm) J: OWALfeB AL B/c T'I^X (It. 8-11 il*^) 

2) mt^:^^^J:zftnmm% 

mB7)\^ZfS. > (OVA;Gracle V. SIGMA) 2 u. g tTKK^tTJU* 
-'yL.y)l'2ms^±mftmAi\zmmtSiittmmO. 2m l SrlfiK^JCffiWUX 
^feSEL. $e>fC2amt*. 2 /z gC0OVA®*Sft:K7Kjg«0. 2mlS:!tEl*i 

Scm. ifiS^^12c m(Dnfl5ffi!<Dfi5 * 1 2*aH 24. 5 cm. WJHil'i 

Si 2 0 c mcottS^l? 'J wflSof »c A*a. S^K^:?' 5* 1" if 

— (:i-AD>. NE-U12) SrfflViT5?6We7';i':/5> (Gradem. S 
I GMA) <D*aftifi*®j0E* 2 0 4J-ra. K A $ -frifilKBI « o fc. 

3) *:5E^lCfi^-5<k^«J<^»# 

*»qqtfi^«.{t&^ ( 1 - 9 6 3 ) «N. N-v?;*f^;P7-tr h7S H (:>-*^ 

■i 7-7.i7) tzmi^Lftm. 5y•J7^— JUS i 2't"ttfft (5 u//n*hs) t 2 o«* 

»?Lfc»}K*4 Omg/k g t ^tS <fc -^filPS:-^ L fc. Hiiftlftfi L B 

4) ^g^SiSBaifei* (BAD 

StWlr*Xa.- USfiS L, 0. 3m I OPB S»JKSrftAblHliRU. $e.lC«r 
ttO. 3m 1 *ttAL[2liR-rSi:V»5:^ttTSlfff*9€:^tt5®»0j&L (&«■ 
1 . 5ml) J5t»U/t. 

5) BALmmf(Dmmmf&<r>m^u'bzfiz-^&itmm<D»m 

B ALjSJKO — fiP*5^3L;i.i;jgjaiT!fefeUI«aB)3a«S:imiLfc1^. B ALiSffi'^' 
<D«B)!a*-tJ-'f h X tr> (SHANDON) C J: 0 7. 7 -f H 5 X tC#S $ 
i/'U 3.>'7;i/ H -^Aif (MERCK) SkfeS ff J'j: -p ^. SIITT 5 0 0 
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2. t5% 

I®»*m4 BJC*-r. EJ:0. *^^lc€g-5{t^#> ( 1 - 9 6 3) tttrii^iJIRC 

4 8r>x>)U-/U — hO*':^ Ji;KC^'>XTaBSa»E L-4. 2X1 OS<a€:0. 
2m I Ol Xi^m'A^mtaRPM I 1 6 4 0«tfe h 'J A 2 mM. 

'Czi-^'J > 5 oma/m I , :^ h U >''hv-f •> > 5 0 u g/m I t3J:CX2 - 

10ng/mlt;^S5J;^ IctOAT. S-'i' x iKZJSiSSESSS: 0 . 4 m I t Ufc. 
«-*SS?a»C«R-5it^4J!I«. DMS0J::»«L. ±aER PM I 1 6 4 0 «flfelCT# 
aj$«IS 1 0 0 n B /m 1 JBlTt &S J: -5 IC^UD Lfc. 4 8 -i? x 7' 1^ — 
Kttfflg 10 0%. -mitsim 5 Stl 9 5 %lCffif#$nfciS«g(*JT 3 7*C. 
2 4KSfW««U, Sr^xiUW^^iffiSIlJiRLt. & x it-T^ffif S tX 

fc+K h*-f >ra5 •& I L - 2 . IL-4. I L - 5 «rE L I S A+-y h (7-7 

ai^jjo (-TPA) ^mi^ft, 3 3 4 ics^-r. 
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S 3 3 4 





I C 5o(ng/ml) 


IL-2 


IL-4 


IL-5 


1-4 


>500 


14 


120 


1-37 


>500 


7 


110 


i-39 


1300 


7 


130 


1-70 


>2000 


0. 2 


1000 


1-73 


500 


20 


15 


1-83 


>10000 


140 


1000 


1-128 


>10000 


140 


450 


1-148 


>10000 


100 


11000 


1-157 


>10000 


170 


>10000 


1-189 


>10000 


100 


10000 


1-190 


>100 


7 


10 


1-202 


>2000 


<20 


<20 


1-209 


>200 


14 


12 


1-213 


>]000 


25 


23 


1-218 


>I000 


4. 8 


30 


1-220 


>1000 


150 


720 


1-223 


1000 


16 


45 


1-226 


880 


17 


300 


1-228 


>]000 


21 


30 


1-229 


>1000 


42 


80 


1-230 


>1000 


13 


20 


1-231 


>500 


9. 6 


9. 2 


1-233 


>1000 


12 


3. 8 


1-237 


>iao 


17 


100 


1-238 


>1G00 


35 


>1000 


1-239 


>1000 


54 


900 


1-242 


>IOOO 


100 


880 


1-243 


>500 


63 


>550 


1-279 


>1000 


38 


90 


1-282 


>500 


<5 


130 


1-292 


>1000 


72 


600 


1-296 


>1000 


70 


47 


I-30I 


500 


<10 


120 


1-302 


>1000 


25 


280 


1-305 


>1000 


10 


340 


1-307 


>1000 


52 


23 


1-309 


>500 


29 


10 




PCT/JPyr/02d35. 



1-318 


>1000 


68 


58 


1-323 


>1000 


230 


24 


1-368 


>1000 


72 


380 


1-375 


>1000 


200 


>1000 


1-379 


>1000 


88 


>1000 


1-386 


>1000 


68 


40 


1-387 


>1000 


75 


40 


1-390 


>1000 


200 


160 


1-392 


>1000 


50 


>1000 


1-395 


>1000 


1-10 


>1000 


1-403 


>1000 


13 


>1000 


1-720 


>500 


6 


110 
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WO98AD4508 



PCT/JP97/a2«35 



^^mit-^^ 1 5mg 

■T>'f> 15mg 

9iWS 1 5 m g 

Satt-tJ>n-;^ 1 9mg 
3p U tf -;i.TJl'3 — 3mg 

MSJk 3 0ml 

:x,7-T V >ilg.i] Jl'i^O A 3mg 



JPJ *5 J: / * tt fit 7 U ;P ^ - »J t L T # « IC ft ffl T & S . 
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PCT/JP97/ia63S. 



1 . (iJ3!SB«BJISd«8iffM^aB)!Slw»<tLM(**«^r«*T®jae»C*5l»T I g 
ESfe$fflI»J L. jJ^Ol^^frS^SnS I g G. I g MtSit;/* fc»4 I g A«3 

2. I g E<DK^i«P*!l t I g G. I gM*i.l:tf/*fc« 1 g A©S«fe«I*l©SS? 
■ft** 1 0 0 0 0 fSEA±:-C**S«^0<eH^ 1 ^iE«© 1 g E S*iWM*«i^»]. 

3. IgEcD^^*. l^#aET<0«^ t Jt« 5 0 9S}lIl«-r5«KO 1 0 0 0 
0ffi©«*lC*3UTtj I g G. I g M:te J:tJf/^t« I sA<r>m^i 5 0 

4. T uji'y>-c®ftsnfciii9iS)!^»ca-^Lfc«&tc*5v>r. i gM. igc 

I g EM^S:. #ft^®*l^<bttRLT 9 0 Jiffll$!|-rsa*<Oieffl® 1 
SS^SSKO I g ES^^M^iiPfM^. 

I g ES^Q<JM^if)i«l9J. 
7. it ( I ) : 



R>> R^. R». R^, R*, R*. R^. R». R»> R". R^^H^ZJ^ 

'ii^^mtLLT. tl<D*->, ADy>. *;l/3H+->, BftS^WL- 




•X— Y 



(I) 
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-ha, v-yy, jJ^;!.^;!., B»a*=^ UTt.^T=b J:ut ^ y , Hift»S:*LT 
^^Tfectli^^UA'^T-f HlftSSrW UTt^^Tt) J:u:^;L'7 T^:<;i^^fcJia» 

-CH2-. -NR'^- (CCTR^Mi;^^, BJftSSr^UTt^T 

H««$:W UTViT=b«t l^<aiR7;U + -;U. a »S ^fr L T X ^ cfc 
ViTv-^P, H»5€:WUTU^Tti«tVi>^^ Dr;b^;i.. BftS^:^ LTliTt)cfc 

Vi^ailft7J^^J^:^;^:^- ;u^;tiiH}ftS*w LT v^T feet u - ;ux;^7^ 

R':teJ:t/R^. R^^cfcO^R^ R2:foj:cXR3^ R^iSctC/R^. R^feJ: 
r/R^, R8:fe<fcU:R». R ' o;tect;t^R ^ ^ R ' ^ R » ^ ^ R^»:feJ:y^-X 

-YS&«Ri3^J:rJf-X- Yfl-iKJlTtc-t^TO, SSfcHNR^^ {^CXR' 

<&«7;i^^n;L^^;tliB^S*^bTViT t) J:l^T 'J X * 1 
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7&t7KiilT»S«& ; R^. R^. R 9*5J:t;R «^^±TADy >T*^«^ ; iScfc 

1 ^f)i±x7i^m. Any >s fcHi^T y <oii"m3&^T»^*i^s^< . 

R^. R^ R«^ctr^R^^0^ra^(C^T7K^T*S<i:€> R M^*«, :7 y 
jftT;Uzr^'>-C^£liA^, R2, R3, R^, R 5*3J:DfR ^ Mi±T**-efe^3&^. 
^etiR®. R'^ R 8^/^HR^<D'>;^c< ^it) 1 07&<7K*Un.coS-c*^<ii#, 

( I *) : 



^ V T ^ ^ ) 

8. R^tJi^**. hKD=<^x, ADy>, :^;P3j^^>'. fifeSSrW bT^^T t>J: 
fi»S^=& UTV^TfcJ: iil&i»T;Un=^^->*;^7j^-;i'. SftS^W LTV^T feci; 
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'y7 J . HtftS** UTt^Tt) J:V»x;i/7 r ^:-f;i'*fcH'sxn|8T* 0 . 
R**t7KSR, t KD + i^. /\ay>, H»»** L-TV^Tt) JjUi^jaTJU + ^l-S 

^ -> T * 0 , 

R***7K*. il»S*^r LTU^Tt J;v»<&»7;un=^^>. «ffiT ;i/ zi ^ 

* A vT* O . 

R»*t*5!i, y^^y>. H«S U T v^x J; 7 JU^;)/. :^;P!t?+->. 

R'43J:tKR«*«S-<r!ffiSE:L.T*jR. /\a>r'>. SftS * W U T t^T <fc l»fll«ftT 

R'Tjt**. tKo + ->. ti}\,it^^iy. B^S «r W L T H T t) «i: l^^iSift 7 ;l/ + 
HiftS**LTl»T=bi:t»fll»7;i'=i=t^->. H«S*W LTI.>T=b.tt»fiffi7;l/ 

i»Tt) J;^»^a«7;^=^^;^x;^d^::I;^:^+>'. h»s«:# LTv^Ttxt 

R» »*«*«*^ttea7;i'3=^>'X* 0, 

R» /\Dy>. as»s**rLT^^Tt>d:li<£»7J^+;^. ^^u^^^i', 

<a«7;i'n4^>'A;i.zj?-;i/. H»S**r uruiT J:v»i£a7;i' + ;i'XJU«Mi;u 
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R » 2;5^*9ST* 0 . 

R^3;5?t- Kd4='5>. /\Dy>. SftS W L T t^^T t) J: L^fiiK 7 

YJiBft^SW bTCiX J: t^<£»7 S»S U T ^^^T t> ct Vi<g:» 7 

;i.^r-;u, SttSSr*- LTV^T*)cl:V^(B;»7;^ + r:;l^. BtfeS LT t> J: 
^^7>^;L'- BttS$r^LTU^T=bi:l^'>i7n7;^^r-7l.-C^0. X*^-0-Sfc 
tl-N R ^ ^ -Tft-Sch^ YtiB»S=&^rUTtiT t>cbt^(a«7;i.a*>':^;U;J^ 

KttS^^ LTv^T t> t^l£«7;u^;i^x;i/:^^-;usfctia»S^^L.T 
iiTfciv^7U-;i/X;i/;^r:;i.T»oTt><k<. 

R*4oJ:r;:R2. R>i3j;U:R^ R«*3cfct^R^ R ^ ^ :te<fer;^- X - Y iiR ^ 
1 3. 3C ( I : 
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•X-Y 



(I") 



CSC 4-. 



R*. R^. R^ R^ R^ R«. R^ R'«. R»^ R'^ijj;^: 

:^^>'> B»SS:^rLTl>Tt> cfcl^<gj»T;i^^;P^:^, H»S ^ L T T t> J: 
«:W LTt^T=b*t l.i(£lftT;U^>iPX;t/*: — S» S «r W L T 1^ T l^^filftZ 

X^i-O-, -CHo-^ -NR'*- (C CXR ^ MiTK^S, ll»S^^LTl^T 

^ ^^-^^mr )i =^ Mtt^M I. X ^.-^T ^ ^ i^i&mr )i ^ - m rz\t7 ±^ )i) 

^fcli-S(0>p- (C CT p 0 - 2 OS«C) T^O. 

I'iT fciV:k^7^DSS-C» D . XA^ - CH 2 - T » ^ t ^ H Y ttS » S * # L T 
Tfe<tl<^l£a7;Hi4^>'TfeoTt>ct < , X7&^-0-^fc*i-NR»^-X»-5i: 
^ YtiHtftSSr^bT V^T feet l^(g:»T;U3=^ri^:^;i/#-;i/. H»S*#UTVi 
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R»*5ii;R^. R'io^UR'. R2*5j:aCR3. R^tdJiZfR^. R«*3J; 
UR^. R«*5J:^R9. R ' 0*5 J:^XR » ' , R ' ' *3 it; R » ^ , R>'t3J:lX-X 

fcfc'L. SC ( I •) : 



(SCI". R'* H*S*/^Ht H o4^i^Tfc»3 . R'»' t H n ^ -> * fctt h 

1 4. iS5R<D«effl^ 1 3is3E«cDic ( I •') T^^n-sft^S). -€-05 Mil -bars 

1 5 . it ( I I ) : 



R 



r 





Ta^sns^t^^iti^ (111) 
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(SC ( 1 I) *5<i:tKSC (HI) Ri~R'^ X*3j;u:Yfia«©iefflffi7^Jz 

a>, 0 ~ o- 

T?5^Sn-5ft^«>*5{C3-e-6*^, ^fcttiC (II') : 

-z (ID 



T^5n-5<t^i^<tiC (III' > : 

R« R'° R" 

A-^ / \ (III') 
R" R« R'2 r" 

(s: (ir ) *>j:c;ic (iir ) r'~r»». x*5±t^Yiiii««)«H« 7^ 

l'*5tt-5«^ tl^«TJ6 0 . A* cfct^Z lildffiSt (I I ) a^Zf (III) ir*itts 
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R* R^ R" R'R 



,13 



•X-Y 



R 



R'. R2. R". R^ R^ R*". R"« R'^*<tC^ 

R ''H&'<r!£S[bT, tHa^^-i/. APy>, ^^UsJ^^x. fitftSSr^L- 

:t=^>'. B»S&*UTV»T=t>J:U<5fST;i'4^;Uf'=i-. fitfeS UT t^T J: 
XH-0-. -CH2-. -NR**- (C CTR '"li^KlR. a»S«r*LTV»T 

J: V > (a ift T ;i' + >» u , g » S * «■ L T V » T fc J: t > ® « T - ;^ * ft: T -t: ) 
$fett-s<o)p- ( c d-cp »i 0 ~ 2 T*o> 

tiTx;!', B«iS«:W LTUTt .tVii^i' n7;i'=^r;i'. HttS«:WLTViTfcJ: 

V»Tt> J: Vi'ST^nSR-C* 0 . X** - C H 2 - T * S t # Y ttHtftS €: W L T 
Tfc<tVi««7;U3*->T»oTfe J:< . X7i<-0-*fctt-NR"'-T»St 
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R'^JitXR", R'*JJ;CfR2, R2*5J::^R'. R * *5 J;CJCR « . R ^ t5<t 
aCR^ R»i3J:D:R9. R lo^i^fcoCR » 1 . R ' 2*3 JitXR > 3. R'«:teJ;y:-x 
- YiZtttR "*5j;rf-X- Ytt-i^lC;iT3T0, SSfcfiNR»5 (c^TR* 

rzf£L. R6. R'. R '^fecfctfR 9©^%, 1 £l±A«ADy>T&0 . ttl&L9y 
*<*lg-C*^>«& : R 6 . R'. R »*3 J:c;CR 9At-g:T/s D y >T«S«& : :te J; 
I/R 2~R ' 3 At^T**. /\n-y>Sfc«-^T y <DI,>-rn7!i>T*S*i^S^BS? < . 
Re. R'. R'iSJlt^R 9*t|gi^tC^T7k*T*S<!:€. R'tt**. 7 v 

vT<Cl>*». R^ R3. R«. R S43j;t;CR 1 Mi^T**T«-5*», 
SfcttR ' » fi*S*3 ay >TftV'». 

SeCR*. R'. R « *fc«R 9 <7)iJ>/j:< t =b 1 o*<7ksgJt:iJ1.(DST*4 t 
1 6 . 2C ( I V) : 



A 




a2 (IV) 



■C5^sns<t^«!)*s<ttxsc (V) 
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2' (V) 



(SC (IV) H^ZS (V) tf. R'~R9«Sf*0*EfflM7JSIE«OiC ( I ) \ZiS 

it^ffi^ilHjftT* 0, z 1 siSJclBfJos: (I I) ;r:fett* 

I!) C*3t^ S AilSIg-Cfe-S. A MIA ' J: 0 t)Kt>SJS14*#'r-5di'b 

u < iiraiiroSf5tti&*-r?.STfeS) 
-c^sn5ft-&ife*sjj;^F-ia-. i^v^T^c (vi) : 



ZMigiJISa; (II) tc*3tt.5 Z t^S) 
1 7 . EC ( I V ) : 



(iCf . R '-R 9ttw*o«eH^ 7 «icis«<o^ (I) c*5tt««^ tra«T* 

0. A 'iJ J:aCA*tt«-'<rJtALT»*<D«Hm 1 5 JStCfe«S<DSC (III) iZ^H 
«>A tl^lg-C^S. fc^L. A''ttA'J;Ot)iat>SJ<;tt€-#-rs*^t>L<tt[^^ 

s jt> 14 4 * -r -s » T a ) 




X-Y 



A 
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